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XCS Service vl.OO 
con .cas 
9351006 COM 

Welcome to STN International! Enter x:x 

LOGINID: SSSPTA1208DXJ 

PASSWORD: 

TERMINAL (ENTER 1, 2, 3, OR ?):2 



Welcome to STN International 




NEWS 1 Sep 6 STN Seminar Schedule - N. America 

NEWS 2 Sep 21 MAC & DOS STN Express Users 

NEWS 3 Aug 4 Macintosh STN Express Users of C(0)CH3 Shortcut 
NEWS 4 Jul 30 Use SDI EDIT to Change SDIs 

NEWS 5 Jul 30 Use SET ACCOUNT to Specify and Modify Online Cost 
Centers 

NEWS 6 Jul 30 Use EDIT QUERY to Edit and Modify Online Queries 
NEWS 7 Jul 30 Use NOH Keyword to Suppress Highlighting 
NEWS 8 Aug 27 LINSPEC - Learning INSPEC File now Available 
NEWS 9 Aug 27 Engineering Index Thesaurus for COMPENDEX 

NEWS 10 Aug 27 AEROSPACE now Available 

NEWS 11 Aug 27 Use SET NOTICE to Monitor Display Charges 

NEWS 12 Sep 5 Derwent Manual Code Definitions now Echoed 

NEWS 13 Sep 9 Variable SDIs in API 

NEWS HOURS STN Operating Hours Plus Help Desk Availability 
NEWS INTER General Internet Information 
NEWS LOGIN Welcome Banner and News Items 

NEWS PHONE Direct Dial and Telecommunication Network Access to STN 
NEWS WWW CAS World Wide Web Site (general information) 

Enter NEWS followed by the item number or name to see news on that 
specific topic. 

STN Columbus 
FILE 'HOME' ENTERED AT 11:33:53 ON 16 SEP 96 



=> fil reg 

COST IN U.S. DOLLARS 
FULL ESTIMATED COST 



SINCE FILE 
ENTRY 
0. 15 



TOTAL 
SESSION 
0. 15 



FILE 'REGISTRY' ENTERED AT 11:34:03 ON 16 SEP 96 

USE IS SUBJECT TO THE TERMS OF YOUR CUSTOMER AGREEMENT 

COPYRIGHT (C) 1996 American Chemical Society (ACS) 

STRUCTURE FILE UPDATES: 13 SEPT 96 HIGHEST RN 180838-96-4 
DICTIONARY FILE UPDATES: 13 SEPT 96 HIGHEST RN 180838-96-4 

TSCA INFORMATION NOW CURRENT THROUGH DECEMBER 1995 

Please note that search-term pricing does apply when 
conducting SmartSELECT searches. 



=> s lysine 

LI 33725 LYSINE 



=> s 11 and trasferrin 

0 TRASFERRIN 
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L2 



0 LI AND TRASFERRIN 



s 11 and transferrin 

152 TRANSFERRIN 
L3 0 Ll AND TRANSFERRIN 



=> d 11 Ic 



Ll 
LC 



ANSWER 1 OF 33725 REGISTRY COPYRIGHT 1996 ACS 
STN Files: CAPLUS 



=> fil caplus uspatfull biosis medline embase 
COST IN U.S. DOLLARS 



SINCE FILE 
ENTRY 
11. 11 



TOTAL 
SESSION 
11.26 



FULL ESTIMATED COST 



FILE 'CAPLUS' ENTERED AT 11:35:09 ON 16 SEP 96 

USE IS SUBJECT TO THE TERMS OF YOUR CUSTOMER AGREEMENT 

COPYRIGHT (C) 1996 AMERICAN CHEMICAL SOCIETY (ACS) 

FILE 'USPATFULL' ENTERED AT 11:35:09 ON 16 SEP 96 

CA INDEXING COPYRIGHT (C) 1996 AMERICAN CHEMICAL SOCIETY (ACS) 

FILE 'BIOSIS' ENTERED AT 11:35:09 ON 16 SEP 96 
COPYRIGHT (C) 1996 BIOSIS (R) 

FILE 'MEDLINE' ENTERED AT 11:35:09 ON 16 SEP 96 
FILE 'EMBASE' ENTERED AT 11:35:09 ON 16 SEP 96 

COPYRIGHT (C) 1996 Elsevier Science B.V. All rights reserved. 
=> s 11 

TOO MANY TERMS FOR FILE CROSSOVER IN 'Ll' 

There are limits on the size of an answer set being crossed over from 
one file to another. Enter "HELP CROSSOVER" at an arrow prompt (=>) 
for specific information. 

=> s transferrin 

L4 11155 FILE CAPLUS 

L5 1252 FILE USPATFULL 

L6 14932 FILE BIOSIS 

L7 13901 FILE MEDLINE 

L8 11310 FILE EMBASE 

TOTAL FOR ALL FILES 

L9 52550 TRANSFERRIN 

=> s 19 and poly (w) lysine 
LIO 4 FILE CAPLUS 

Lll 4 FILE USPATFULL 

L12 2 FILE BIOSIS 

L13 2 FILE MEDLINE 

L14 2 FILE EMBASE 

TOTAL FOR ALL FILES 

L15 14 L9 AND POLY (W) LYSINE 



=> dup rem 115 

PROCESSING COMPLETED FOR L15 

L16 8 DUP REM L15 (6 DUPLICATES REMOVED) 
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=> d ibib ab 1- 

L16 ANSWER 1 OF 8 
ACCESSION NUMBER: 
TITLE: 

INVENTOR (S) : 



PATENT ASSIGNEE (S) 



US PAT FULL 

96:46146 USPATFULL 

Conjugates for introducing nucleic acid into 
higher eucaryotic cells 

Curiel, David T., Chapel Hill, NC, United States 
Hu, Ping-chuan, Chapel Hill, NC, United States 
Birnstiel, Max L., Vienna, Austria 
Cotten, Matthew, Vienna, Austria 
Wagner, Ernst, Langenzersdorf , Austria 
Boehringer Ingelheim International, GmbH, South 
San Francisco, Germany, Federal Republic of 
(non-U. S . corporation) 

Genentech, Inc., South San Francisco, CA, United 
States (U.S. corporation) 

University of North Carolina at Chapel Hill, 
Chapel Hi ll, NC, United States (U.S. corporation) 



PATENT INFORMATION: 
APPLICATION INFO.: 
RELATED APPLN. INFO 




DOCUMENT TYPE: 
PRIMARY EXAMINER: 
LEGAL REPRESENTATIVE: 
NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
NUMBER OF DRAWINGS: 
LINE COUNT: 



filed on 



JS 5521291 96 ^ 
US 93-166899 931215 (8) 
Continuation of Ser. No. US 92-949205, 
23 Sep 1992, now abandoned which is a 
continuation-in-part of Ser. No. US 92-864758, 
filed on 7 Apr 1992, now abandoned which is a 
continuation-in-part of Ser. No. US 92-827049, 
filed on 30 Jan 1992, now abandoned which is a 
continuation-in-part of Ser. No. US 91-767787, 
filed on 30 Sep 1991, now abandoned 
Utility 
Feisee, Lila 

Sterne, Kessler, Goldstein & Fox 

15 

1 

23 Drawing Figure (s); 18 Drawing Page(s) 
2406 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Conjugates in which a virus is bound via an antibody to a 

substance having an affinity for nucleic acid, for transporting 
gene constructs into higher eucaryotic cells. Complexes of the 
conjugates and nucleic acid are internalized in the cell, whilst 
the virus as part of the complex brings about the internalization 
and the release of the contents of the endosomes, in which the 
complexes are located after entering the cell. Pharmaceutical 
preparations in which the nucleic acid is a therapeutically active 
gene construct, particularly for use in gene therapy. 



L16 ANSWER 2 OF 8 USPATFULL 



ACCESSION NUMBER: 
TITLE: 

INVENTOR (S) : 
PATENT ASSIGNEE (S) 



95:75727 USPATFULL 

Peptide-metal ion pharmaceutical preparation and 
method 

Zamora, Paul O. , Albuquerque, NM, United States 
Rhodes, Buck A., Albuquerque, NM, United States 
Rhomed Incorporated, Albuquerque, NM, United 
States (U.S. corporation) 



PATENT INFORMATION 
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APPLICATION INFO. : 
RELATED APPLN . INFO. 



DOCUMENT TYPE: 
PRIMARY EXAMINER: 
ASSISTANT EXAMINER: 
LEGAL REPRESENTATIVE: 
NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
LINE COUNT: 



US 92-840077 920220 (7) 

Continuation-in-part of Ser. No. US 90-565275, 

filed on 8 Aug 1990, now patented, Pat. No. US 

5102990, issued on 7 Apr 1992 

Utility 

Geist, Gary 

Chapman, Lara E. 

Peacock, Deborah A. 

18 

1 

1553 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Peptides containing a biological-function domain and a medically 

useful metal ion-binding domain are labeled with medically useful 
metal ions for use in diagnosis and treatment of a variety of 
pathologic conditions. The peptides have the amino acid sequence 

(R.sub. l)-[Y.sub.l ].sub.n -(R.sub.2), 

(R. sub. 1) - [ Y. sub. 1 - (R.sub.2) -Y. sub. 1 ].sub.n -(R.sub. 3) 

and (R.sub. 1)-[Y. sub. 1 - (R . sub . 2 ) -Y . sub . 2 ].sub.n -(R.sub. 3) 

wherein the medically useful metal ion-binding domain is [Y.sub.l 
].sub.n, [Y.sub.l - (R . sub . 2 ) -Y . sub . 1 ].sub.n or [Y.sub.l 
- (R. sub . 2) -Y . sub . 2 ].sub.n in which n is a number between 1 and 
about 6 and Y.sub.l and Y.sub.2 are amino acids with a sulfur, 
nitrogen or oxygen which is available for binding to metal ions, 
or can be made available for binding to metal ions; the 
biological-function domain is an amino acid sequence containing 
from 1 to about 20 amino acids located in any one or more of 
R.sub.l, R.sub.2 or R.sub. 3 ; and those portions of R.sub. 1, 
R.sub.2 and R.sub. 3 which are not part of the biological-function 
domain are amino acid sequences containing from 0 to about 2 0 
amino acids. The resulting product may be stored frozen or 
lyophilized, with labeling accomplished by the addition of the 
medically useful metal ions. The medically useful metal ion may be 
radioactive or paramagnetic, with diagnosis performed by gamma 
scintigraphy, specific photon emission computerized tomography, 
positron emission tomography or magnetic resonance imaging. 



LI 6 ANSWER 3 OF 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

AUTHOR ( S ) : 



CORPORATE SOURCE: 



8 



CAPLUS COPYRIGHT 1996 ACS DUPLICATE 1 

1995:78661 CAPLUS 
122: 177804 

Carbohydrate receptor-mediated gene transfer to 
human T leukemic cells 

Thurnher, Martin; Wagner, Ernst; Clausen, 
Henrik; Mechtler, Karl; Rusconi, Sandro; Dinter, 



SOURCE : 



Andre; Birnstiel, Max L.; 

Cotten, Matt 

Institute^g-f^liysiology, 
5witz . 

Glycobiology (1994), 4(4) 
-COBENjGLYCES; ISSN: 0959 



Berger, Eric G. 



DOCUMENT TYPE 
LANGUAGE : 
AB 




of Zurich, 



Journal 
English 

The mucin- type carbohydrate Tn cryptantigen ( GalNAc . alpha . l-O- 
Ser/Thr, where GalNAc is N-acetyl-D-galactosamine) is expressed in 
many carcinomas, in hemopoietic disorders including the Tn syndrome, 
and on human immunodeficiency virus (HIV) coat glycoproteins, but is 
not expressed on normal, differential cells because of the 



08/541, 191 



Page 5 



expression of a Tn-processing galactosyltransf erase . Using Jurkat T 
leukemic cells which express high levels of Tn antigen due to 
deficient Tn galactosylation, the authors have established the Tn 
antigen-mediated gene transfer and demonstrate the considerable 
efficiency of this approach. The authors used poly (L-lysine ) 
conjugates of the monoclonal antibody 1E3 directed against the Tn 
antigen to deliver the lucif erase and . beta . -galactosidase reporter 
genes to Jurkat cells by receptor-mediated endocytosis. Addn. of 
unconjugated 1E3 reduced transfection efficiency in a 
concn. -dependent manner and incubation with free GalNAc abolished 
DNA transfer completely, indicating that gene delivery is indeed 
mediated by the Tn antigen. Pre-treatment of Jurkat cells with 
Vibrio cholerae sialidase, which uncovers addnl . Tn antigens, 
resulted in an improvement of gene transfection. Both human and 
chicken adenovirus particles attached to the DNA/polylysine complex 
strongly augmented transgene expression. When the 
.beta. -galactosidase (lacZ) gene was delivered to Jurkat cells by 
Tn-mediated endocytosis, up to 60% of the cells were pos . in the 
cytochem. stain using 5-bromo-4-chloro-3-indolyl- . beta . -D- 
galactopyranoside (X-gal) as a chromogenic substrate. The 
efficiency of the transferrin receptor-mediated DNA uptake 
into Jurkat cells was comparatively low, although these cells were 
shown to express considerable amts. of transferrin 
receptor. The authors show here that a mucin-type carbohydrate 
antigen mediates highly efficient DNA uptake by endocytosis into 
Jurkat T cells. This method represents a 50-fold improvement of 
Jurkat cell transfection efficiency over other phys . gene transfer 
techniques. Specific gene delivery to primary cancer cells 
exhibiting Tn epitopes may esp. be desirable in immunotherapy 
protocols . 



LI 6 ANSWER 4 OF 8 USPATFULL 



ACCESSION NUMBER: 
TITLE: 

INVENTOR (S) : 



PATENT ASSIGNEE (S) 



PATENT INFORMATION: 
APPLICATION INFO.: 
DOCUMENT TYPE: 
PRIMARY EXAMINER: 
ASSISTANT EXAMINER: 
LEGAL REPRESENTATIVE 
NUMBER OF CLAIMS: 
EXEMPLT^RY CLAIM: 
NUMBER OF DRAWINGS: 
LINE COUNT: 



91:24753 USPATFULL 
Peptide inhibitors of motor 
s-laminin 
Hunter, Dale D. , 
Sanes, Joshua R. , 
Merlie, John P., 
"~-Adams,^_Steven P. 
Washington 



St. 
St. 
St. 
St. 
ity 



ion) 




neuron attachment to 



MO, United States 
MO, United States 
MO, United States 
Charles, MO, United States 
St. Louis, MO, United 



Louis, 
Louis, 
Louis, 



US 5003044 

89-38 260i 
Utility 
Lee, Lester L. 
Maebius, Stephen B. 
Meyer, Scott J.; Williams, Jr. 
6 



James W. 



1 

10 Drawing Figure (s); 9 Drawing Page(s) 
519 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Novel peptides having inhibitor activity toward the binding of 

motor neurons to s-laminin are disclosed which are selected from 
the group consisting of 



AEKQLREQVGDQYQTVRALAE 
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and fragments thereof containing the essential sequence LRE , 



L16 ANSWER 5 OF 8 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



AUTHOR ( S ) : 



CORPORATE SOURCE: 



SOURCE: 



CAPLUS COPYRIGHT 1996 ACS 
1990: 438167 CAPLUS 
113:38167 

Human vascular smooth muscle cells in culture: 
growth characteristics and protein pattern by 
use of serum-free media supplements 
Dartsch, Peter C; Weiss , Hans Die ter; Betz, 

Eberhard 

^Pjaygj — i^eta^. — r; univ. Tuebmgen, "Tu^^nge? 
Fed. Rep. Ger. 

Eur. J. Cell Biol. (1990), 51(2), 285-94 
CODEN: EJCBDN; ISSN: 0171-9335 

irnal 
Engli 




DOCUMENT TYPE: 
LANGUAGE : 

AB Cultivation of vascular smooth muscle cells from human artery wall 



is possible under completely serum-free conditions. The effects of 
attachment factors on cell spreading and cell proliferation are 
described in detail as well as routine cultivation methods under 
serum-free conditions (clone cultures, cell migration, 
subcultivation by use of an exogenous trypsin inhibitor, 
cryopreservation, and readaptation of cells) . After a careful 
adaptation period, only 2 (BMS and Ultroser G) of the 4 com. 
available serum-free media supplements tested were used successfully 
for a routine cultivation of the smooth muscle cells over several 
passages. With both supplements cell proliferation rates were 
comparable with hose obtained in medium contg. 10% fetal calf serum. 
The addn. of platelet-derived growth factor or transferrin 
to serum-free cultures had no growth-stimulating effect. The addn. 
of endothelial cell growth factor isolated from bovine brain caused 
a significant increase in proliferative activity in cells cultivated 
with BMS, but not with Ultroser G. Moreover, under the serum-free 
culture conditions described here, the . gamma . -actin content of the 
cells is largely reduced (51%) for cells cultivated in Ultroser G, 
and 12% for cells cultivated in BMS) when compared with cells 
cultivated under serum-contg. conditions (. gamma . -actin content = 
100%). The . alpha . -actin content was obsd. to be unaltered. Even 
after a careful readaptation of serum-free cultured cells to serum 
conditions, the . gamma . -actin content remained reduced. 



L16 ANSWER 6 OF 8 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



AUTHOR (S) : 
CORPORATE SOURCE: 

SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 
AB 



CAPLUS COPYRIGHT 1996 ACS DUPLICATE 2 

1990 : 484701 CAPLUS 
113: 84701 

Acid-sensitive dissociation between poly 

(lysine) and histamine-modif ied 

poly (glutamate) as a model^^^^5p^---drug-reT^£ 
from carriers in endosomes 

Shen ,^_J££J Chianc^^ 

Pharm. , UnivT""^S«aj^th , C aliforni a, Los 
^Angeles, CA, 90033, USA 

Biophys. Acta (1990), 1034(1 

cot 

JournaJ 
English 



Histamine was coupled to poly ( L-glutamate) ( flg) to give a 
copolymer, poly (glutamylhistamineglutamate) (PHG), withapprox. 40% 
of carboxyl groups in PLG being modified. Unlike either 
poly (L-histidine) (PLH) or PLG, PHG pptd. only in buffers with pH 
between 4 and 5 . A complex was formed between PHG and 
poly (L-lysine) (PLL) at pH 7, but it was rapidly dissocd. at 
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.Itoreq. pH 5. When PHG-linked transferrin (Tf-PHG) was 
used to deliver a PLL-con jugated [ 3H] methotrexate ([3H]MTX-PLL) in 
K562 leukemia cell cultures, an intracellular accumulation of the 
radioactivity was obsd. These results suggest that a copolymer with 
both imidazole and carboxyl groups can be useful in the design of 
acid-sensitive, carrier-mediated drug delivery systems. 



LI 6 ANSWER 7 OF 8 
ACCESSION NUMBER: 
TITLE: 



INVENTOR (S) 



PATENT ASSIGNEE (S) : 



USPATFULL 

89:43422 USPATFULL 
Conjugation of aromatic amines or 
nitro-containing compounds with proteins or 
polypeptides by photoirradiation of the azide 
derivatives with ultraviolet light in order to 
produce antibodies against the haptens 
Hollenberg, Paul F., Skokie, XL, United States 
Pandey, Ramendra N., Lombard, IL, United States 
Northwestsern University, Evanston, IL, United 
States (U.S. corporation) 



NUMBE^^\ DATE" 



PATENT INFORMATION: 
APPLICATION INFO. : 
DOCUMENT TYPE: 
PRIM7\RY EXAMINER: 
ASSISTANT EXAMINER: 
LEGAL REPRESENTATIVE 
NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
LINE COUNT 




US 4835258 890530 
S 86-946436 86122J 

Utillrby 

Phillips, Delbert R. 



Draper, Garnette D. 

Tilton, Fallon, Lungmus and Chestnut 
13 
1 

393 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB A method of linking primary aromatic amine- or nitro-compounds to 

carrier proteins by photochemical reactions in order to produce 
antibodies against the haptens. 



L16 ANSWER 8 OF 8 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



AUTHOR (S) : 
CORPORATE SOURCE: 



SOURCE : 



CAPLUS COPYRIGHT 1996 ACS DUPLICATE 3 

1987:48256 CAPLUS 
106:48256 

Photochemical linking of primary aromatic amines 
to carrier proteins to elicit antibody response 
against the amine haptens 

Pandey, Ramendra N.; Davis, Lyman E.; Anderson, 
Byron; Holl enberg, Paul F. 

^'Sll, 



M^^drT^ch. ,_No^fetrt?esL^Univ. , Chicago, IL, 

rSA 

J. Immunol. Methods (1986), 94(1-2), 237-46 

»DEN: JIMMBG; ISSN: 0022-1759 
Jou 

English 



DOCUMENT TYPE: 
LANGUAGE : 

AB A photolabeling approach for conjugating primary arom 




_ amines to 

carrier proteins is reported which avoids some of the problems of 
other conjugation methods and which was used to elicit antibodies 
against the primary arom. amine hapten. The method described here 
is of general application for coupling primary arom. amines to the 
carrier proteins and circumvents many of the problems inherent in 
the isocyanate or diazocoupling methods. 3-Azido-N-ethylcarbazole 
(ANEC) , the azido analog of 3-amino-N-ethylcarbazole, was conjugated 
to bovine serum albumin (BSA) , human transferrin (TR) , 
thyroglobulin (TH) , poly- (lysine 
.cntdot. tyrosine) , and poly- (lysine 

.cntdot. phenylalanine) using std. photolabeling procedures. After 
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photolysis, the conjugated proteins or polypeptides were sepd. from 
the unbound products of ANEC photolysis on a Sephadex G-10 column. 
The conjugated proteins were extd. with isobutanol which 
demonstrated that approx. 20% of the ANEC was covalently coupled to 
the protein carriers and that the larger portion of the arom. 
haptens was non-covalently and hydrophobically bound to the 
carriers. The ANEC-protein conjugates used for immunization 
demonstrated a total covalently and non-covalently bound ANEC 
epitope d. of 90 per BSA, 107 per TR, and 800 per TH mol . Rabbits 
were immunized with the 3 conjugated proteins and the prodn. of 
antibody specific for the 3-amino-N-ethylcarbazole hapten was 
demonstrated by ELISA and by inhibition studies using hapten-carrier 
conjugates of free hapten. The results demonstrate that antibodies 
against arom. amine haptens may be raised by immunizing animals with 
hapten-carrier protein conjugates produced by photolabeling . Since 
the coupling conditions are very mild and the functional group 
requirements are so general, most carrier proteins should be 
suitable for use in this method. Moreover, the method described is 
rapid and generates only small amts. of waste when compared to the 
diazocoupling and isocyanate coupling procedures. This coupling 
methodol. should be useful for producing antibodies against a 
variety of primary arom. amine carcinogens. 



=> log y 

COST IN U.S. DOLLARS 



SINCE FILE 
ENTRY 
17.87 



TOTAL 
SESSION 
29. 13 



FULL ESTIMATED COST 



CA SUBSCRIBER PRICE 



DISCOUNT AMOUNTS (FOR QUALIFYING ACCOUNTS) 



SINCE FILE 
ENTRY 
-1. 85 



TOTAL 
SESSION 
-1.85 



STN INTERNATIONAL LOGOFF AT 11:37:07 ON 16 SEP 96 
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XCS Service vl.OO 
con .cas 
9351006 COM 

Welcome to STN International! Enter x:x 

LOGINID:SSSPTA1208DXJ 

PASSWORD: 

TERMINAL (ENTER 1, 2, 3, OR ?):2 




in 



Page 1 





* ★ 


★ ★ 


* ★ 


* Welcome to STN International 


NEWS 


1 


Sep 


6 


STN Seminar Schedule - N. America 


NEWS 


2 


Sep 


21 


MAC & DOS STN Express Users 


NEWS 


3 


Aug 


4 


Macintosh STN Express Users of C{0)CH3 Shortcut 


NEWS 


4 


Jul 


30 


Use Spi EDIT to Change SDIs 


NEWS 


5 


Jul 


30 


Use SET ACCOUNT to Specify and Modify Online Cost 










Centers 


NEWS 


6 


Jul 


30 


Use EDIT QUERY to Edit and Modify Online Queries 


NEWS 


7 


Jul 


30 


Use NOH Keyword to Suppress Highlighting 


NEWS 


8 


Aug 


27 


LINSPEC - Learning INSPEC File now Available 


NEWS 


9 


Aug 


27 


Engineering Index Thesaurus for COMPENDEX 


NEWS 


10 


Aug 


27 


AEROSPACE now Available 


NEWS 


11 


Aug 


27 


Use SET NOTICE to Monitor Display Charges 


NEWS 


12 


Sep 


5 


Derwent Manual Code Definitions now Echoed 


NEWS 


13 


Sep 


9 


Variable SDIs in API 


NEWS 


HOURS 


STN Operating Hours Plus Help Desk Availability 


NEWS 


INTER 


General Internet Information 


NEWS 


LOGIN 


Welcome Banner and News Items 


NEWS 


PHONE 


Direct Dial and Telecommunication Network Access to STN 


NEWS 


WWW 


CAS 


World Wide Web Site (general information) 


Enter 


NEWS followed by the item number or name to see news on that 


specific 


topic . 




★ * ★ 








★ ★ ★ ★ ★ STN Columbus 



FILE »HOME' ENTERED AT 08:53:28 ON 16 SEP 96 



=> fil caplus biosis medline embase uspatful 
COST IN U.S. DOLIARS 

FULL ESTIMATED COST 



SINCE FILE 
ENTRY 
0.15 



TOTAL 
SESSION 
0. 15 



FILE * CAPLUS* ENTERED AT 08:54:02 ON 16 SEP 96 

USE IS SUBJECT TO THE TERMS OF YOUR CUSTOMER AGREEMENT 

COPYRIGHT (C) 1996 AMERICAN CHEMICAL SOCIETY (ACS) 

FILE » BIOSIS* ENTERED AT 08:54:02 ON 16 SEP 96 
COPYRIGHT (C) 1996 BIOSIS (R) 

FILE »MEDLINE' ENTERED AT 08:54:02 ON 16 SEP 96 



FILE * EMBASE* ENTERED AT 08:54:02 ON 16 SEP 96 

COPYRIGHT (C) 1996 Elsevier Science B.V. All rights reserved. 

FILE *USPATFULL* ENTERED AT 08:54:02 ON 16 SEP 96 

CA INDEXING COPYRIGHT (C) 1996 AMERICAN CHEMICAL SOCIETY (ACS) 



=> s cell? or tissue? 

LI 1776074 FILE CAPLUS 
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75% OF LIMIT FOR TOTAL ANSWERS REACHED 
SYSTEM LIMITS EXCEEDED - SEARCH ENDED 

SEARCH ENDED BY USER 

The search profile you entered was too complex or gave 
too many answers. Simplify or subdivide the query and 
try again. If you have exceeded the limit of 2 million 
answers, enter "DELETE HISTORY" at an arrow prompt to remove 
all previous answer sets and begin at LI. Use the SAVE 
command to store any important profiles or answer sets before 
using DELETE HISTORY. 

=> s nucleic acid? 

L2 64 538 FILE CAPLUS 

L3 25340 FILE BIOSIS 

L4 113878 FILE MEDLINE 

L5 17 851 FILE EMBASE 

L6 10302 FILE USPATFULL 

TOTAL FOR ALL FILES 

L7 231909 NUCLEIC ACID? 

=> s 17 and (contrast or imag) 
L8 1732 FILE CAPLUS 

L9 694 FILE BIOSIS 

LIO 5794 FILE MEDLINE 

Lll 951 FILE EMBASE 

L12 3566 FILE USPATFULL 

TOTAL FOR ALL FILES 

L13 12737 L7 AND (CONTRAST OR IMAG) 

=> s 17 and (contrast or imag?) 
L14 2115 FILE CAPLUS 

L15 844 FILE BIOSIS 

L16 6356 FILE MEDLINE 

L17 1076 FILE EMBASE 

L18 4095 FILE USPATFULL 

TOTAL FOR ALL FILES 

LI 9 14 4 86 L7 AND (CONTRAST OR IMAG?) 

=> s 119 and agent? 

L20 161 FILE CAPLUS 

L21 70 FILE BIOSIS 

L22 272 FILE MEDLINE 

L23 112 FILE EMBASE 

L24 3039 FILE USPATFULL 

TOTAL FOR ALL FILES 

L25 3654 L19 AND AGENT? 

=> s 125 and (dna or rna or deoxy ribo? or ribonucleic?) 

L26 111 FILE CAPLUS 

L27 53 FILE BIOSIS 

L28 242 FILE MEDLINE 

L29 94 FILE EMBASE 

L30 2437 FILE USPATFULL 

TOTAL FOR ALL FILES 

L31 2937 L25 AND (DNA OR RNA OR DEOXY RIBO? OR RIBONUCLEIC?) 
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=> s 131 and chelat? 
L32 10 FILE CAPLUS 

L33 5 
L34 5 
L35 3 



FILE BIOSIS 
FILE MEDLINE 
FILE EMBASE 



L36 



425 FILE USPATFULL 



TOTAL FOR ALL FILES 

L37 448 L31 AND CHELAT? 

=> s 137 and (cancer or tumour? or tumor? or neoplas?) 



L38 
L39 
L40 
L41 
L42 



1 FILE CAPLUS 

0 FILE BIOSIS 

1 FILE MEDLINE 
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Immobilization of biologically active materials 
and diagnostic agents in cross-linked 
poly (organophosphazenes) 

Allcock, Harry R.; Pucher, Shawn R.; Visscher, 
Karyn B. 

Penn State Research Foundation, USA 

PCT Int. Appl., 59 pp. 
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WO 
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RW: AT, BE, CH, DE, 
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WO 95-US6854 950531 
US 94-251510 940531 
Patent 
English 

A polymeric material is disclosed that comprises a 
poly ( organophosphazene) that contains at least (1) a substituent 
group that can be radiation crosslinked and (2) a substituent group 
that is susceptible to hydrolysis under the conditions of use, to 
impart biodegradability to the polymer, in combination with a 
substance to be delivered, e.g., drug, diagnostic imaging 
agent, biomol., enzyme, etc. 
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114:224862 

Ultrastructural localization of nucleic 
acids in plant tissues following the use 
of malachite green or neutral red in the 

gnlni-i on 

Lawton, June R. 

Electron. Microsc. Unit, Univ. 
Durban, 4000, S. Afr. 

J. Microsc. (Oxford) (1990), 158(3), 343-54 
CODEN: JMIC;\R; ISSN: 0022-2720 
Journal 
&ng-l-i-sh 



lie. 




DOCUME^ 
LANGUAGE : 

AB Malachite green and neutral red, when added to glutaraldehyde for 
fixation of various tissues, yielded high-contrast 
images of cell ultrastructure . Malachite green, in acid 
conditions, appeared to increase contrast of 

heterochromatin material in the nucleus whereas neutral red gave 
greater clarity to the nucleolus and to cytoplasmic ribosomes. 
Control tissue fixed under acid conditions showed little damage but 
there were cryst. areas at the periphery of the nucleolus. RNase 
did not digest cytoplasmic ribosomes from tissue after neutral 
red-glutaraldehyde fixation. These results suggested that neutral 
red became bound to RNA in the tissues. Fixation with 
malachite green, at a pH below 6, did not affect the digestion of 
RNA by RNase but did protect chromatin against the bleaching 
action of the chelating agent EDTA. The addn. 

of malachite green (pH <6) or neutral red to glutaraldehyde are 
useful techniques for the investigation of the ultrastructure of 
nuclear material and cytoplasmic ribosomes. 
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US 89-332609 
US 89-334055 
Patent 
English 

Liposome and lipidic particle formulations of compds . are prepd. by 
dissolving the compds. in a soln. of liposome- forming lipids in an 
aprotic solvent such as DMSO, optionally contg. a lipid-solubilizing 
amt. of a lower alkanol, and injecting the resulting soln. into an 
aq. soln. The resulting liposome or lipidic particle suspension may 
be dialyzed or otherwise coned. This method is particularly useful 
for compds. which are poorly-sol. in aq. soln., but is generally 
useful for any compd. (s) which can be dissolved in an aprotic 
solvent or aprotic solvent/lower alkanol mixt. A soln. of 
doxorubicin (6.2 mM) in an EtOH soln. of egg phosphatidylglycerol- 
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egg phosphatidylcholine-cholesterol (7:3:6), at a 96.4 mM total 
lipid concn., was injected in 10 mM tris-HCl (pH 4) contg. 140 mM 
NaCl. The lipid suspension was dialyzed against the above aq. phase 
and the encapsulated doxorubicin was sepd. by column chroma tog. on 
Sephadex G-50. 
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Transf errin-polycation-mediated introduction of 
DNA into human leukemic cells: 

stimulation by agents that affect the 
survival of transfected DNA or 
modulate transferrin receptor levels 
Cotten, Matt; Laengle-Rouault,^F-rancois^ 
Kirlap pos, Helen ;_ Wgjgr>pr, . Erns.tj_J4echtler, 
Zenke, Martini Beug, Hartmut; BirnstTeXT" 
Res. Inst. Mol. Pathol., Vienna, A-1030, Austria 
Proc. Natl. Acad. Sci . U. S. A. (1990), 87(11), 
4033-7 



COUEW : PNAhlAb ; i bSW : 
Journal 
English 



DOCUMENT TYPE: 
LANGUAGE : 

AB The authors subverted a receptor-mediated endocytosis event to 

transport genes into human leukemic cells. By coupling the natural 
iron-delivery protein transferrin to the DNA-binding 

polycations polylysine or protamine, protein conjugates were created 
that bind nucleic acids and carry them into the 

cell during the normal transferrin cycle (Wagner, E. et al., 1990). 
This procedure is useful for a human leukemic cell line. The rate 
of gene delivery was enhanced by (1) increasing the transferrin 
receptor d. through treatment of the cells with the cell-permeable 
iron chelator desf errioxamine, (2) interfering with the 
synthesis of heme with succinyl acetone treatment, or (3) 
stimulating the degrdn. of heme with cobalt chloride treatment. 
Consistent with gene delivery as an endocytosis event, the 
subsequent expression in K-562 cells of a gene included in the 
transported DNA depends upon the cellular presence of the 
lysosomotropic agent chloroquine. By contrast, 

monensin blocks "transf errinfection, " as does incubation of the 
cells at 18. degree.. 
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Novel diastereomers with opposite chirality at 
ruthenium formed by N7 ,. alpha . -P04 
chelation of 5 ' -dGMP to the 
antimetastatic agent 

trans-RuC12 (DMSO) 4 : NMR and CD evidence 
Alessio, Enzo; Xu, Yinghai; Cau ^, Sabi na; 
Mestroni, Giovanni; 
Viglj 



Quadri 



P.; Matzlil 
Chem. Sci . , Univ 

Italy 

J. Am. Chem. Soc. (1 
CODEN: JACSAT; ISSN: 
>«^efta4 . 




English 
CJACS 

reomeric pair of isomers was discovered in an initial 
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study of the interaction of the antimetastatic agent 
trans-RuC12 (DMSO) 4, with nucleic acid 

components. In particular, 5 ' -dGMP forms 2 products that have 

characteristic features clearly indicating that the guanine N7 and 

the .alpha. -phosphate group form a chelate to the metal 

center. These features include (a) a pronounced downfield shift of 

the 31P NMR signals of the chelates; (b) a downfield shift 

of the H8 IH NMR signals of the guanine in the chelates 

-this downfield shift persists in monodentate N7 coordinate forms 

favored by protonation of the phosphate group at acid pH; and (c) 

characteristic changes in the shifts and coupling consts. of the 

deoxyribose IH NMR signals. This unusual chelation mode 

of binding was characterized by NMR spectroscopy in only 2 previous 

studies. Interestingly, these studies involved other classes of 

metalloanticancer agents, namely Pt(II) and metallocene 

drugs. However, in these latter classes of drugs, only 1 isomer was 

possible. In the Ru derivs. studied here, the octahedral 

configuration led to the possibility of diastereomers . After sepn. 

of the chelates by HPLC, the isomers had nearly identical 

UV absorption spectra and a weak visible band at .apprx.410 nm. 

However, the CD spectra had bands with opposite signs but similar 

intensities and positions. Thus, the compds . are isomers that 

differ principally by having an opposite chirality at Ru . Anal, of 

several types of expts . demonstrated that the isomers have the 

compn., [RudDCl (H20) (DMS0)2 (5'-dGMP) ]-. In contrast to 

the widely studied Pt(II) anticancer agents, the Ru drug 

does not readily bind to two 5 ' -dGMP at neutral pH. Thus, in addn. 

to stereochem. differences between the octahedral Ru(II) and 

square-planar Pt(II) drugs, the Ru(II) compds. may not easily form 

the N7,N7 GpG crosslink characteristic of the DNA adducts 

formed by Pt anticancer drugs. Should the Ru(II) drugs form such a 

crosslink form, however, 2 diastereomers, with opposite chirality at 

Ru, are possible. 
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Cent. Biochem. Biophys . Scrr~'Med-.^,_^^igham and 
Women's Hosp., Boston, MA, 02115, US^ 
Biochemistry (1986), 25(10), 2941-5 

ODEN: BICHAW; ISSN: 0006-2960 
JourF 
English 
CJACS 

Cu complexes of 1 , 10-phenanthroline (OP-Cu) hydrolyze DNA. 
This reaction was studied to det . whether 1 , 10-phenanthroline (OP) 
inhibition of the RNA and DNA polymerases result 
from template hydrolysis or the chelation of a metal 
assocd. with and essential to the function of these enzymes. Addn. 
of 4 ' , 6-diamino-2-phenylindole-di-HCl (DAPI) to DNA 
generated a fluorescence signal with a linear increase of the 
intensity over a broad range of DNA concns. from 0 to 100 
.mu.g/mL. The progress of hydrolysis of DNA by DNase I or 
OP (2 mM) was monitored by the time-dependent decrease in 
DAPI-induced fluorescence. In the presence of OP, the rate of 
hydrolysis increased as the Cu2+ concn. in the reaction mixt. rose 
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from 10-8 to 10-5M. The rate differed for each nucleic 
acid template used; susceptibility to hydrolysis increased 

in the order poly(dA-dT) > denatured DNA > double-stranded 
DNA. However, millimolar amts. of OP did not hydrolyze the 

template even in the presence of Cu2+ (10-6M) when DNA was 

complexed with either Escherichia coli DNA polymerase I or 

E. gracilis or wheat germ RNA polymerase II. Under the 

same conditions, OP inhibited the activity of both varieties of 
RNA polymerase II with pKi values of 3.4 and 3.0, resp. The 

addn. of neocuproine from 10-5 to 10-3 M to chelate any 

Cu2+ present in the reaction mixt. did not change this inhibition. 

In contrast, OP did not affect DNA polymerase I. 

Thus, OP inhibits the enzyme activity of a complex of RNA 

polymerase with nucleic acid template by 
chelation of metal atoms essential for the function of these 

polymerases rather than by hydrolysis of their template. Zn was the 

only enzymically active metal assocd. with RNA 

polymerases. This functional role was confirmed further by the 
demonstration that these enzymes were also inhibited by other 
chelating agents whose structures differed 

distinctively from that of OP, including dipicolinic acid, 
8-hydroxyquinoline, .alpha., .alpha. '-bipyridyl, and 
8-hydroxyquinoline-5-sulfonic acid. 
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Modulation of transferrin receptor expression by 
inhibitors of nuclei c aci d 
synthesis 

Hedley, David; Rugg, Catherine; Musg-j 

L-i-z-abe-feh-; — Tayl'DXT Tsn 

Ludwig Inst. Cancer Res., UnivT^ 
2006, Australia 

J. Cell. Physiol. (1985), 124(1), 
CODEN: JCLLAX; ISSN: 0021-95,41- 
Journal 

The effect of the Fe chelator desf errioxamine (DFOA) on 
the expression of transferrin receptors (TfR) by CCRF-CEM human 
T-cell leukemia and 816 mouse melanoma cells growing in tissue 
culture were studied. DFOA enhanced TfR expression when added in 
the dose range of 10-5-10-4M to CCRF-CEM cells, but was toxic to 
these cells, with the lower concns. producing a slowing of cell 
growth with a buildup in S-phase, whereas higher concns. caused cell 
death with a block at the Gl/S-phase interface. These toxic effects 
are compatible with its previously reported inhibition of the 
nonheme-Fe-contg. (M2) subunit of ribonucleotide reductase. In 
marked contrast, DFOA caused the growth of B16 melanoma 
cells to arrest in Gl, without loss of cloning efficiency, and 
resulted in a fall in TfR expression to .apprx.50% of control 
values. Thus, the effects of DFOA on TfR expression may be linked 
to DNA synthesis rather than to a more generalized 

inhibition of Fe-dependent cellular processes. Inhibition of the M2 
subunit of ribonucleotide reductase in CCRF-CEM cells with 5 .times. 
10-5M hydroxyurea, which is not an Fe chelator, also 
enhanced TfR expression, as did thymidine and cytosine arabinoside, 
which have different enzyme targets. By measuring cellular 
DNA and RNA content simultaneously, it was shown 

that all of these agents caused unbalanced growth, i.e., 
inhibited DNA synthesis more than RNA synthesis. 
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In contrast, 6-thioguanine was more inhibitory to 
RNA synthesis, and treatment with this drug caused a fall in 

TfR expression. Thus, although CCRF-CEM cells treated with DFOA 
show enhanced TfR expression, similar effects are also seen with 
other inhibitors of DNA synthesis, provided that 
RNA synthesis is allowed to continue. These results provide 
further evidence that the regulation of TfR expression by 
proliferating cells is specifically linked to DNA 
synthesis rather than to the Fe requirements of other cellular 
processes . 
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Euglena gracilis DNA dependent 
RNA polymerase II: a zinc metalloenzyme 

Falchuk, Kenneth H.; Mazus, Barbara; Ulpino, 
Lesbia; Vallee, Bert L. 

Dep^Bi-O'l-r- Ch~em~r; — Ha^va£d_J4ed . Sc h., Bosto n , 

ass . , USA ^^P^ 
Biochemistry (1976), 15.('20) , 4468-7^5^ 
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jbuo^nal 
Englis 
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AB Zn is essential for cellular proliferation. Zn deficiency of E 
gracilis results in arrest of cell division and deranges 



nucleic acid and protein metab., pointing to a 

decisive role of Zn in transcription and translation. Therefore, 
the role of Zn was investigated in the function of the DNA 
-dependent RNA polymerases (I) of this organism. Two I 
from Zn-suf f icient organisms were purified by affinity chromatog. on 
a DNA-cellulose column and subsequently sepd. on 

DEAE-Sephadex A-25. The 2 fractions were characterized as I I and 
II by their elution pattern from DEAE-Sephadex and sensitivity to 
. alpha. -amanitin. I II has a provisional mol . wt. of 700,000 and 
contains an av. of 2.2 g-atoms of Zn/mole of enzyme, but no Mn, Cu, 
or Fe, as measured by microwave emission spectroscopy. 
Chelating agents, such as 1, 10-phenanthroline 

(II), 8-hydroxyquinoline, 8-hydroxyquinoline-5-sulf onic acid, and 
lomofungin, inhibit activity. In contrast, the 

nonchelating analogs, 1,7- and 4, 7-phenanthroline, do not affect 
activity. Inhibition by II is instantaneous and fully reversible by 
diln. II also inhibits I I, suggesting a role of Zn in its 
function. The demonstration that I II is a Zn enzyme indicates the 
involvement of Zn in eukaryotic RNA synthesis and serves 
as a further basis for the definition of the role of this element in 
eukaryotic cell growth, division, and differentiation. 
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Release of radioactive nucleic 
acids and mucoproteins by trypsin and 

ethylenediaminetetra-acetate treatment of 
babv-hamster cells in ti- ssue— cul.ti 
Sno>u--€hrj:^^The; Allen,"~7^disi4n 
^epT Biochem. , Univ. Newcastle^^^upQn Tyne, 
Newcastle upon Tyne, Engl. 
Biochem. J. (1970), 119(4), 707-14 
:ODEN: BIJOAK 
Jourrra4--__^_ 
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LANGUAGE: English 

AB Monolayers of baby-hamster kidney cells were grown on glass in 
tissue culture and harvested with trypsin or EDTA in order to 
investigate the cell surface macromols . removed by these 
cell-disaggregating agents. The release of 

nucleic acids from the cells during the harvesting 

procedure was monitored by labeling the cellular BNA with 
uridine-5-3H and the cellular DNA with thymidine-2-14C . 
Treatment of the cells with EDTA caused an increase in the 
permeability of the plasma membrane with 7.6% of the cellular 

RNA, but less than 1% of the cellular DNA, being 

j^eleased. Moreover, 61% of the cells harvested with EDTA were 
permeable to trypan blue. With crude trypsin, lysis of the cell 
occurred with the release of similar amts. of RNA and 

DNA amounting to about 11% of the total cellular 

nucleic acid. In contrast cryst. 

trypsin released only 1% of the cellular nucleic 

acids. Since virtually all the cells (99%) after harvesting 

in cryst. trypsin were impermeable to trypan blue, this method was 
suitable for obtaining cell surface macromols. without contamination 
by intracellular damage. Glucosamine-l-14C was incorporated by the 
cells only into bound hexosamines and sialic acids. By monitoring 
the release of radioactivity in high-mol . -wt . material in such 
expts. a measure of the release of macromols. contg. amino sugars 
was obtained. Of the total macromols. contg. amino sugars in the 
cells 33%, 24% and 13% were released when the cells were harvested 
with crude trypsin, cryst. trypsin or EDTA, resp. Cryst. trypsin 
also released 39% of the total sialic acid of the cell, whereas less 
than 1% of the cellular sialic acid was present in the EDTA-treated 
fraction. The macromols. contg. amino sugars released with crude 
trypsin and EDTA are likely to be heavily contaminated with 
intracellular material. However, the macromols. released by cryst. 
trypsin appear to come from the cell surface. 
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Metabolic effects of copper in intact cells; 
comparative activity of cupric chloride and the 
cupric chelate of kethoxal 

bis ( thiosemicarbazone) 

Booth, Barbara A.; Sartorel li, Alan c. 

Univ. 
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LANGUAGE : 




CODEN: M0PMA3 
Journal 
English 

AB The exposure of sarcoma 180 ascites cells to the cupric 
chelate [Cu(II)KTS] of kethoxal bis ( thiosemicarbazone ) (KTS) 

resulted in the death of a large proportion of the cell population; 
both the ligand portion of the mol . , KTS, and CuC12 were less toxic. 
Cells isolated from mice treated with Cu(II)KTS contained 
considerably greater amts. of Cu than did those cells exposed to the 
same no. of gram-atoms of Cu presented as either CuC12 or Cu 
stearate. The relatively lipid-sol. chelate- form of Cu 
was evidently more readily assimilated. Dissocn. of Cu(II)KTS 
occurred within neoplastic cells, and this resulted in a relatively 
rapid loss from the cells of the ligand portion, KTS. In 
contrast, the Cu derived from Cu(II)KTS persisted for a much 

longer period of time. The relation of nucleic 
acid and protein synthesis to the phenomenon of cell death 
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induced by these agents was assessed by measuring the 
effects of the compds . on these metabolic processes. The formation 
of DNA was more sensitive to the inhibitory action of 
CudDKTS, CuC12, and KTS, than were either the syntheses of 
RNA or protein. In agreement with the cellular toxicity, 

Cu(II)KTS caused more pronounced depression of the incorporation of 

isotopic precursors into DNA than did either CuC12 or KTS. 

The Cu present in cells treated with Cu(II)KTS induced at least 3 

metabolic blocks on the pathways of DHA biosynthesis. The 

most sensitive site was measured by the incorporation of 

thymidine-3H into DNA and presumably was the result of the 

loss of activity of thymidine kinase. The findings obtained using a 

variety of isotopic precursors of DNA as biochem. probes 

suggested that the intracellular localization of Cu derived from 

CudDKTS differed from that of CuC12. 28 references. 
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ULTRASTRUCTURAL LOCALIZATION OF NUCLEIC 
ACIDS IN PLANT TISSUES FOLLOWING THE USE 

OF MALACHITE GREEN OR NEUTRAL RED IN THE FIXATIVE 
SOLUTION. 

~J~T^ ' _ ^ 

ELECTRON MICROSCOPE UNIT, UNlV7*TJt?^©^t^ESTVILLE , 



SOURCE : 



LANGUAGE : 



P BAG X54001, DURBAN 4000, SOUTH AFRICA. 
J MICROSC (OXF) 158 (3). 1990. 343-354. 
JMICAR ISSN: 0022-2720 
:^lish 

AB Malachite green and nettt^^ red, when added to glutaraldehyde^ 

fixation of various tissiiesT'--y4reJj ded hiah- cc*"*'-^^-'^*^ 

images of cell ultrastructure . Malachite green, in acid 
conditions, appeared to increase contrast of 

heterochromatin material in the nucleus whereas neutral red gave 
greater clarity to the nucleolus and to cytoplasmic ribosomes . 
Control tissue fixed under acid conditions showed little damage but 
there were * crystalline ' areas at the periphery of the nucleolus. 
RNase did not digest cytoplasmic ribosomes from tissue after neutral 
red glutaraldehyde fixation. These results suggested that neutral red 
became bound to RNA in the tissues. Fixation with malachite 
green, at a pH below 6, did not affect the digestion of RNA 
by RNase but did protect chromatin against the bleaching action of 
the chelating agent EDTA. The addition of 

malachite green (pH < 6) or nuetral red to glutaraldehyde are useful 
techniques for the investigation of the ultrastructure of nuclear 
material and cytoplasmic ribosomes. 
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TRANSFERRIN-POLYCATION-MEDIATED INTRODUCTION OF 
DNA INTO HUMAN LEUKEMIC CELLS STIMULATION 
BY AGENTS THAT AFFECT THE SURVIVAL OF 
TRANSFECTED DNA OR MODULATE TRANSFERRIN 
RECEP TOR LEVELS. 

M ; U\NGLE - ROUAULT-FVKTRLAP POS-Hv— WAGNEI 
MECHTLER K; ZENKE M; BEUG H; BIRNSTIEL M L 
RES. INST. MOL. PATHOL., DR. BOHR-GASSE 7, A-1030 
AUSTRIA. 
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SOURCE: X PI^OC NATL ACAD SCI U S A 87 (11). 1990. 

4033-4037. CODEN: PNASA6 ISSN: 0027-8J 

LANGUAGE : ^l^Tr^j>i.sh ^ 

AB We have subverted a receptor^^mg^~a't:^a''en3ocytosis event to transport 
genes into human leukemic cells. By coupling the natural 
iron-delivery protein transferrin to the DNA-binding 
polycations polylysine or protamine, we have created protein 
conjugates that bind nucleic acids and carry them 

into the cell during the normal transferrin cycle [Wagner, E., Zenke, 
M., Gotten, M. , Beug, H & Birnstiel, M.L. (1990) Proc . Natl. Acad. 
Sci. USA 87, 3410-3414]. We demonstrate here that this procedure is 
useful for a human leukemic cell line. We enhanced the rate of gene 
delivery by (i) increasing the transferrin receptor density through 
treatment of the cells with the cell-permeable iron chelator 
desferrioxamine, (ii) interfering with the synthesis of heme with 
succinyl acetone treatment, or (iii) stimulating the degradation of 
heme with cobalt chloride treatment. Consistent with gene delivery as 
an endocytosis event, we show that the subsequent expression in K-562 
cells of a gene included in the transported DNA depends 
upon the cellular presence of the lysosomotropic agent 
chloroquine. By contrast, monensin blocks 

"transferrinfection", as does incubation of the cells at 18. degree. 
C. 
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NOVEL DIASTEREOMERS WITH OPPOSITE CHIRALITY AT 
RUTHENIUM FORMED BY N7 ALPHA PHOSPHATE 
CHELATION OF 5' DEOXY-GMP TO THE 

ANT I METASTATIC AGENT TRANS RUTHENIUM 
DICHLORIDE DMSO-4 NMR AND CD EVIDENCE^ 
ALESSIO E; XU Y; CAUCI S; MESTRONI G; 
F; VIGLIN O P; MARZILLI L G 
^DSP-r— eHET=r. SCI., UNIV. 
ITALY. 



SOURCE : 




LANGUAGE: Engl^^.. ^ 

AB A novel diastereomeric pair of isomers was discovered in an initial 

study of the interaction of the antimetastatic agent ' i 

trans-RuCl2 (DMSO) 4 with nucleic acid components. 

In particular, 5 ' -dGMP forms two products that have characteristic 

features clearly indicating that the guanine N7 afid the 

. alpha . -phosphate group form a chelate to the metal center. ^ 

These features include (a) a pronounced downfield shift of the 31P 

NMR signals of the chelates; (b) a downfield shift of the 

H8 IH NMR signals of the guanine in the chelates-this 

downfield shift persists in monodentate N7 coordinated forms favored' 

by protonation of the phosphate group at acid pH; and (c) 

characteristic changes in the shifts and coupling constants of the 

deoxyribose IH NMR signals. This unusual chelation mode of 

binding has been characterized by NMR spectroscopy in only two 

previous studies. Interestingly, these studies involved other classes 

of metalloanticancer agents, namely Pt(II) and metallocene 

drugs. However, in these latter classes of drugs, only one isomer was 

possible. In the Ru derivatives studied here, the octahedral 

configuration leads to the possibility of diastereomers . After 

separation of the chelates by HPLC, the isomers were found 

to have nearly identical UV absorption spectra and a weak visible 

band at .apprx.410 nm. However, the CD spectra have bands that have 
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opposite signs but similar intensities and positions. Thus, the 

compound are isomers that differ principally by having an opposite 

chirality at ruthenium. Analysis of several types of experiments 

demonstrated that the isomers have the composition 

[RuIICl (H20) (DSM0)2 (5»-dGMP) ]-. In contrast to the widely 

studied Pt{II) anticancer agents, the Ru drug does not 

readily bind to two 5 * -dGMP at neutral pH. Thus, in addition to 

stereochemical differences between the octahedral Ru(XI) and 

square-planar Pt(II) drugs, the Ru(II) compounds may not easily form 

the N7,N7 GpG crosslink characteristics of the DNA adducts 

formed by Pt anticancer drugs. Should the Ru(II) drugs form such a 

crosslink form, however, two diastereomers, with opposite chirality 

at Ru, are possible. 
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INHIBITION OF EUGLENA- GRACILIS AND WHEAT GERM ZINC 
RNA POLYMERASES II BY 1 10 PHENANTHROLINE 
ACTING AS A CHELATING AGENT. 
MAZUS B; FALCHUK K H; VALLEE B L 

CENTER BIO CHSM. BIOPHYSICAL SC I^_MED. , BRIGHAM AND 
SnrUSP., HARVARD MED. S"CH 

02115. 

BIOCHEMISTRY 25 (10). 1986. 
BICHAW ISSN: 0006-2960 
English 
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AB Copper complexes of 1 , lO-phenanthrolme 
[D'Aurora, v., Stern, A. M. , & Sigman, D. 
Res. Commun. 80, 1025-1032; Marshall Pope, 
D. R., & Sigman, D. S. (1982) J 




u) hydrolyze DNA 
S. (1978) Biochem. Biophys . 
L., Reich, K. A., Graham, 
Biol, Chem. 257, 12121-12128] . This 
reaction has been studied to determine whether the 
1, 10-phenanthroline (OP) inhibition of the activity of RNA 
and DNA polymerases is the result of template hydrolysis or 
the chelation of a metal associated with and essential to 
the function of these enzymes. Addition of 4 * , 6-diamino-2- 
phenylindole dihydrochloride (DAPI) to DNA generates a 
fluorescence signal with a linear increase of the intensity over a 
broad range of DNA concentrations from 0 to 100 .mu.g/mL. 
The progress of hydrolysis of DNA by DNase I or OP (2 mM) 
is monitored by the time-dependent decrease in DAPI-induced 
fluorescence. In the presence of OP, the rate of hydrolysis increases 
as the Cu2+ concentration in the reaction mixture arises from 10-8 to 
10-5 M. The rate differs for each nucleic acid 
template used; hydrolysis of poly(dA-dT) > denatured DNA > 
double-stranded DNA. However, millimolar amounts of OP do 
not hydrolyze the template even in the presence of Cu2+ (10-6 M) when 
DNA is complexed with either Escherichia coli DNA 
polymerase I or Euglena gracilis or wheat germ RNA 

polymerase II. Under the same conditions, OP inhibits the activity of 

both varieties of RNA polymerase II with pKi * s of 3.4 and 

3.0, respectively. The addition of neocuproine from 10-5 to 10-3 M to 

chelate any Cu2+ present in the reaction mixture does not 

change this inhibition. In contrast, OP does not affect 

DNA polymerase I activity. Thus, OP inhibits enzyme activity 

of a complex of RNA polymerase with nucleic 

acid template by chelation of metal atoms essential 

for the function of these polymerases rather than by hydrolysis of 

their template. Zinc is the only enzymatically active metal 

associated with RNA polymerases. This functional role is 

confirmed further by the demonstration that these enzymes are also 
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inhibited by other chelating agents whose 

structures differ distinctively from that of OP: dipicolinic acid, 
8-hydroxyquinoline, .alpha. .alpha. »-bipyridyl, and 
8-hydroxyquinoline-5-sulfonic acid. 
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MODULATION OF TRANSFERRIN RECEPTOR EXPRESSION BY 
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LUDWIG INST. CANCER RES., BLACKBURN BUILDING, 
UNIV. SYDNEY, SYDNEY, N.S.W. 2006, AUST. 
J CELL PHYSIOL 124 (1). 1985. 61-66. CODEN: 
JCLLAX ISSN: 0021-9541 
nglish 

AB The effects of the FecKei:afe^-,---deferrioxamine on^ the 

expression of transferrin receptors (TfR')'~&y"CCRT-CEM human T-cell 
leukemia and B16 mouse melanoma cells growing in tissue culture were 
investigated. Def errioxamine (DFOA) enhanced TfR expression when 
added in the dose range of 10-5-10-4 to CCRF-CEM cells, but was toxic 
to these cells; the lower concentrations produced a slowing of cell 
growth with a build up in S-phase, while higher concentrations caused 
cell death with a block at the Gl/S-phase interface. These toxic 
effects are compatible with its previously reported inhibition of the 
non-heme-Fe containing (M2) subunit of ribonucleotide reductase. In 
marked contrast, DFOA caused the growth of B16 melanoma 
cells to arrest in Gl, without loss of cloning efficiency, and 
resulted in a fall in TfR expression to .apprx. 50% of control 
values. The effects of DFOA on TfR expression were evidently linked 
to DNA synthesis rather than to a more generalized 

inhibition of Fe-dependent cellular processes. Inhibition of the M2 

subunit of ribonucleotide reductase in CCRF-CEM cells with 5 .times. 

10-5 M hydroxyurea, which is not an Fe chelator, also 

enhanced TfR expression, as did thymidine and cytosine arabinoside, 

which have different enzyme targets. By measuring cellular 

DNA and RNA content simultaneously, all of these 

agents evidently caused unbalanced growth, i.e., inhibited 

DNA synthesis more than RNA synthesis. In 

contrast, 6-thioguanine was more inhibitory to RNA 

synthesis; treatment with this drug caused a fall in TfR expresion. 
Although CCRF-CEM cells treated with DFOA show enhanced TfR 
expression, similar effects are also seen with other inhibitors of 
DNA synthesis, provided that RNA synthesis is 

allowed to continue. These results provide further evidence that the 
regulation of TfR expression by proliferating cells is specifically 
linked to DNA synthesis rather than to the Fe requirements 
of other cellular processes. 
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Role of RNA secondary structure of the 
iron-responsive element in translational regulation 
of ferritin synthesis. 
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Diy;Lswn" ot TOXrcoiog^ Massachusetts Ins'rrtu-te--oJ 
technology, Cambridge (m397~-uSA^ — , 
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Journal code: 08L. ISSN: 0305-1048. 
PUB. COUNTRY: ENGIiAND: United Kingdom 

Journal; Article; (JOURNAL ARTICLE) 
LANGUAGE: English 

FILE SEGMENT: Priority Journals; Cancer Journals 

ENTRY MONTH: 9602 

AB Iron regulates synthesis of the iron storage protein ferritin at the 
translational level through interaction between a stem-loop 
structure, the iron-responsive element (IRE), located in the 
5 '-untranslated region (5'-UTR) of ferritin mRNAs, and a protein, 
the iron regulatory protein (IRP) . The role of IRE secondary 
structure in translational regulation of ferritin synthesis was 
explored by introducing ferritin constructs containing mutations in 
the IRE into Rat-2 fibroblasts. Our in vivo studies demonstrate that 
size and sequence of the loop within the IRE and the distance and/or 
spatial relationship of this loop to the bulged nucleotide region 
closest to the loop must be preserved in order to observe 
iron-dependent translation of ferritin mRNA. In contrast, 
changes in nucleotide sequence of the upper stem can be introduced 
without affecting translational regulation in vivo, as long as a 
stem can be formed. Our in vivo results suggest that only a very 
small variation in the affinity of interaction of IRP with IRE can 
be tolerated in order to maintain iron-dependent regulation of 
translation . 

L34 ANSWER 2 OF 5 MEDLINE 
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rpiTLE: Self-cleavage of hepatitis delta virus genomic strand 

RNA is enhanced under partially denaturing 
conditions . 

AUTHOR: Rosenstein S P; Been M D 

CORPORATE SOURCE: Department of Biochemistry, Duke University Medical 

Center, J2liri^^^r--^Q-^th--Ca rolina 27710. 
CONTRACT NUMBER: Gj^-O^-S^ (NIGMS) ^ 

SOURCE: ^Biochemistry, (1990 Sep 4) 29 (35) 

Journal code: AOG. ISSN: 0006-2960. 
PUB. COUNTRY: - ^^"^^^nited States 

■1V^TrrTT?r^---A4:J^ (JOURNAL ARTICLE) 

LANGUAGE: English 
FILE SEGMENT: Priority Journals 

ENTRY MONTH: 9104 

AB Self-cleavage of a polyribonucleotide containing an autocleaving 
sequence from the genomic strand of hepatitis delta virus was 
enhanced by conditions that destabilized RNA structure. 
Self-cleavage of the transcripts used in this study required Mg2+ 
(or another divalent cation), and in the absence of denaturants, 
maximum cleavage was observed at very low Mg2+ concentrations 
(0.05-0.1 mM) . However, at 37 degrees C and in the presence of 2-10 
mM Mg2+ the rate of cleavage was increased as much as 50-fold with 
the addition of urea to 5 M or formamide to 10 M. Cleavage was 
prevented by higher concentrations of the same reagents (9.5 M urea 
or 22.5 M formamide), presumably because a structure required for 
self-cleavage is disrupted by strongly denaturing conditions. In 
contrast to a previous report [Wu, H.-N., & Lai, M. M. C. 
(1989) Science 243, 652-654], we find that chelating Mg2+ 
with EDTA terminates the cleavage reaction without promoting 
measurable amounts of ligation of the cleavage products. The ability 
of denaturants to promote rapid self-cleavage in vitro raises the 
possibility that an unidentified factor could have a similar effect 
in vivo. 
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Cotter^ . 

^ tier K; Zenke M; Beug H; Birnstiel M 

Research Institute of Molecular Pathology, Vienna, 
Austria . . 

PROCEEDINGS OF THE NATIONAL ACADEMY OF SCIENCES OF 
THE UNITED STATES OF AMERICA, (1990 Jun) 87 (11) 
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ournal c ode : PV3^ 
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Journal; Article; (JOURNAL ARTICLE) 
English 

Priority Journals; Cancer Journals 
..s....... 9009 

We have subverted a receptor-mediated endocytosis event to transport 
genes into human leukemic cells. By coupling the natural 
iron-delivery protein transferrin to the DNA-binding 
polycations polylysine or protamine, we have created protein 
conjugates that bind nucleic acids and carry 

them into the cell during the normal transferrin cycle [Wagner, E., 
Zenke, M. , Gotten, M., Beug, H. & Birnstiel, M. L. (1990) Proc. 
Natl. Acad. Sci. USA 87, 3410-3414]. We demonstrate here that this 
procedure is useful for a human leukemic cell line. We enhanced the 
rate of gene delivery by (i) increasing the transferrin receptor 
density through treatment of the cells with the cell-permeable iron 
chelator desf errioxamine, (ii) interfering with the 

synthesis of heme with succinyl acetone treatment, or (iii) 
stimulating the degradation of heme with cobalt chloride treatment. 
Consistent with gene delivery as an endocytosis event, we show that 
the subsequent expression in K-562 cells of a gene included in the 
transported DNA depends upon the cellular presence of the 
lysosomotropic agent chloroquine. By contrast, 

monensin blocks "transf errinf ection, " as does incubation of the 
cells at 18 degrees C. 
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English 

Priority Journals; Cancer Journals 
8601 

We investigated the effects of the iron chelator 

desferrioxamine on the expression of transferrin receptors (TfR) by 
CCRF-CEM human T-cell leukaemia and B16 mouse melanoma cells growing 
in tissue culture. Desferrioxamine (DFOA) enhanced TfR expression 
when added in the dose range of 10 (-5) -10 (-4) to CCRF-CEM cells, but 
was toxic to these cells, the lower concentrations producing a 
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slowing of cell growth with a build up in S-phase, while higher 
concentrations caused cell death with a block at the Gl/S-phase 
interface. These toxic effects are compatible with its previously 
reported inhibition of the non-haem iron containing (M2) subunit of 
ribonucleotide reductase. In marked contrast, DFOA caused 
the growth of B16 melanoma cells to arrest in Gl, without loss of 
cloning efficiency, and resulted in a fall in TfR expression to 
approximately 50% of control values. These results suggested that 
the effects of DFOA on TfR expression were linked to DNA 
synthesis rather than to a more generalised inhibition of 
iron-dependent cellular processes. It was subsequently found that 
inhibition of the M2 subunit of ribonucleotide reductase in CCRF-CEM 
cells with 5 X 10 (-5) M hydroxyurea, which is not an iron 
chelator, also enhanced TfR expression, as did thymidine and 
cytosine arabinoside, which have different enzyme targets, 
measuring cellular DNA and RNA content 
simultaneously it was shown that all of these agents 
caused unbalanced growth, i.e., inhibited DNA synthesis 
more than RNA synthesis. In contrast, 

6-thioguanine was more inhibitory to RNA synthesis, and 
treatment with this drug caused a fall in TfR expression. Thus, 
although CCRF-CEM cells treated with DFOA show enhanced TfR 
expression, similar effects are also seen with other inhibitors of 
DNA synthesis, provided that RNA synthesis is 

allowed to continue. These results provide further evidence that the 
regulation of TfR expression by proliferating cells is specifically 
linked to DNA synthesis rather than to the iron 
requirements of other cellular processes. 
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AB Zinc is essential for cellular proliferation. Zinc deficiency of 
Euglena gracilis results in arrest of cell division and deranges 
nucleic acid and protein metabolism pointing to a 

decisive role of zinc in transcription and translation. We have, 
therefore, investigated the role of zinc in the function of the 
DNA-dependent RNA polymerases of this organism. 

Two RNA polymerases from zinc sufficient organisms were 
purified first by affinity chromatography on a DNA 
cellulose column and subsequently separated on diethylaminoethyl 
(DEAE) -Sephadex A-25. The two fractions were characterized as 
polymerase I and II by their elution pattern from DEAE-Sephadex and 
sensitivity to alpha-amanitin . RNA polymerase II has a 
provisional molecular weight of 700 000 and contains an average of 
2.2 g=atoms of zinc per mol of enzyme, but not Mn, Cu, or Fe, as 
measured by microwave emission spectroscopy. Chelating 
agents, such as 1, 10-phenanthroline, 8-hydroxyquinoline, 

8-hydroxyquinoline-5-sulfonic acid, and lomofungin, inhibit 
activity. In contrast, the nonchelating analogues, 1,7-and 
4^ 7_phenanthroline, do not affect activity. Inhibition by 
1, 10-phenanthroline is instantaneous and fully reversible by 
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dilution. 1, 10-Phenanthroline also inhibits RNA polymerase 
I, suggesting a role of zinc in its function. The demonstration that 
rna' polymerase II is a zinc enzyme indicates the involvement 
of zinc in eukaryotic RNA synthesis and serves as a 
further basis for the definition of the role of this element in 
eukaryotic cell growth, division, and differentiation. 
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AB We have subverted a receptor-mediated endocytosis event to transport 
genes into human leukemic cells. By coupling the natural 
iron-delivery protein transferrin to the DNA-binding 
polycations polylysine or protamine, we have created protein 
conjugates that bind nucleic acids and carry 

them into the cell during the normal transferrin cycle [Wagner, E., 
Zenke, M., Gotten, M. , Beug, H. and Birnstiel, M.L. (1990) Proc. 
Natl. Acad. Sci. USA 87, 3410-3414]. We demonstrate here that this 
procedure is useful for a human leukemic cell line. We enhanced the 
rate of gene delivery by (i) increasing the transferrin receptor 
density through treatment of the cells with the cell-permeable iron 
chelator desf errioxamine, (ii) interfering with the 

synthesis of heme with succinyl acetone treatment, or (iii) 
stimulating the degradation of heme with cobalt chloride treatment. 
Consistent with gene delivery as an endocytosis event, we show that 
the subsequent expression in K-562 cells of a gene included in the 
transported DNA depends upon the cellular presence of the 
lysosomotropic agent chloroquine. By contrast, 

monensin blocks * transf errinf ection » , as does incubation of the 
cells at 18. degree. C. 
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AB A novel diastereometric pair of isomers was discovered in an initial 
study of the interaction of the antimetastatic agent 
trans-RuC12 (DMSO) 4 with nucleic acid components. 

In particular, 5 ' -dGMP forms two products that have characteristic 

features clearly indicating that the guanine N7 and the 

. alpha . -phosphate group form a chelate to the metal 

center. These features include (a) a pronounced downfield shift of 

the 31P NMR signals of the chelates; (b) a downfield shift 

of the H8 IH NMR signals of the guanine in the chelates - 

this downfield shift persists in monodentate N7 coordinated forms 

favored by protonation of the phosphate group at acid pH; and (c) 

characteristic changes in the shifts and coupling constants of the 

deoxyribose IH NMR signals. This unusual chelation mode of 

binding has been characterized by NMR spectroscopy in only two 

previous studies. Interestingly, these studies involved other 

classes of metalloanticancer agents, namely Pt(II) and 

metallocene drugs. However, in these latter classes of drugs, only 

one isomer was possible. In the Ru derivatives studied here, the 

octahedral configuration leads to the possibility of diastereomers . 

After separation of the chelates by HPLC, the isomers were 

found to have nearly identical UV absorption spectra and a weak 

visible band at .apprx.410 nm. However, the CD spectra have bands 

that have opposite signs but similar intensities and positions. 

Thus, the compounds are isomers that differ principally by having an 

opposite chirality at ruthenium. Analysis of several types of 

experiments demonstrated that the isomers have the composition 

[Ru(II)Cl(H20) (DMSO)2(5»-dGMP) ]-. In contrast to the 

widely studied Pt(II) anticancer agents, the Ru drug does 

not readily bind to two 5 '-dGMP at neutral pH. Thus, in addition to 

stereochemical differences between the octahedral Ru(II) and 

square-planar Pt(II) drugs, the Ru(II) compounds may not easily form 

the N7,N7 GpG crosslink characteristic of the DNA adducts 

formed by Pt anticancer drugs. Should the Ru(II) drugs form such a 

crosslink form, however, two diastereomers, with opposite chirality 

at Ru, are possible. 
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We investigated the effects of the iron chelator 

desferrioxamine on the expression of transferrin receptors (TfR) by 
CCRF-CEM human T-cell leukaemia and B16 mouse melanoma cells growing 
in tissue culture. Desferrioxamine (DFOA) enhanced TfR expression 
when added in the dose range of 10-5-10-4 to CCRF-CEM cells, but was 
toxic to these cells, the lower concentrations producing a slowing 
of cell growth with a build up in S-phase, while higher 
concentrations caused cell death with a block at the Gl/S-phase 
interface. These toxic effects are compatible with its previously 
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reported inhibition of the non-haem iron containing (M2) subunit of 
ribonucleotide reductase. In marked contrast, DFOA caused 
the growth of B16 melanoma cells to arrest in Gl, without loss of 
cloning efficiency, and resulted in a fall in TfR expression to 
approximately 50% of control values. These results suggested that 
the effects of DFOA on TfR expression were linked to DNA 
synthesis rather than to a more generalised inhibition of 
iron-dependent cellular processes. It was subsequently found that 
inhibition of the M2 subunit of ribonucleotide reductase in CCRF-CEM 
cells with 5 x 10-5 M hydroxyurea, which is not an iron 
chelator, also enhanced TfR expression, as did thymidine and 
cytosine arabinoside, which have different enzyme target. By 
measuring cellular DNA and RNA content 
simultaneously it was shown that all of these agents 
caused unbalanced growth, i.e., inhibited DNA synthesis 
more than RNA synthesis. In contrast, 

6-thioguanine was more inhibitory to RNA synthesis, and 
treatment with this drug caused a fall in TfR expression. Thus, 
although CCRF-CEM cells treated with DFOA show enhanced TfR 
expression, similar effects are also seen with other inhibitors of 
DNA synthesis, provided that RNA synthesis is 

allowed to continue. These results provide further evidence that the 
regulation of TfR expression by proliferating cells is specifically 
linked to DNA synthesis rather than to the iron 
requirements of other cellular processes. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB A method of effecting cellular uptake of molecules which are 

either excluded from cells or poorly transported into cells is 
disclosed wherein such molecules are covalently bonded to a 
cationic polymer which serves as a transport carrier to transport 
the molecules into cells. 
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AB The present invention relates to the . beta . -glucuronidase (GUS) 

gene fusion system, and to the cloning and characterization of the 
.beta. -glucuronidase and glucuronide permease genes of Escherichia 
coli. It is based on the surprising discovery that gene fusions 
comprising the . beta . -glucuronidase gene may be effectively 
expressed in a wide variety of organisms to produce active 
.beta. -glucuronidase enzyme. Because of the abundance and 
availability of useful substrates for . beta . -glucuronidase enzyme, 
GUS gene fusions may serve as a superior reporter gene system as 
well as an effective means of altering cellular phenotype. In 
conjunction with recombinant glucuronide permease, which may be 
used to render host cells permeable to . beta . -glucuronidase 
substrates, the GUS gene fusion system offers almost unlimited 
applications in the fields of plant and animal genetic 
engineering. 
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gene fusion system, and to the cloning and characterization of the 
.beta. -glucuronidase and glucuronide permease genes of Escherichia 
coli. It is based on the surprising discovery that gene fusions 
comprising the . beta . -glucuronidase gene may be effectively 
expressed in a wide variety of organisms to produce active 
.beta. -glucuronidase enzyme. Because of the abundance and 
availability of useful substrates for . beta . -glucuronidase enzyme, 
GUS gene fusions may serve as a superior reporter gene system as 
well as an effective means of altering cellular phenotype. In 
conjunction with recombinant glucuronide permease, which may be 
used to render host cells permeable to . beta . -glucuronidase 
substrates, the GUS gene fusion system offers almost unlimited 
applications in the fields of plant and animal genetic 
engineering. 
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* thereof, nor any of their contractors, subcontractors or 
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* including any warranty of marketability of fitness for a 

* particular purpose; nor assumes any legal liability or 
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=> s 424/1. 11, 1.65, 1.73, 9. 1,9. 3, 9. 34/ccls 
54 424/1. 11/CCLS 
182 424/1. 65/CCLS 
60 424/1. 73/CCLS 
74 424/9. 1/CCLS 
52 424/9. 3/CCLS 
87 424/9. 34/CCLS 
LI 451 424/1. 11, 1.65, 1.73, 9. 1,9.3, 9. 34/CCLS 

({424/1 11 OR 424/1.65 OR 424/1.73 OR 424/9.1 OR 424/9.3 



OR 



424/9.34) /CCLS) 



=> s 536/22. 1,25. 6, 27.1, 26. 1/ccls 
234 536/22. 1/CCLS 
38 536/25. 6/CCLS 
51 536/27 . 1/CCLS 
34 536/26. 1/CCLS 
L2 339 536/22. 1,25. 6, 27. 1,26. 1/CCLS 

((536/22.1 OR 536/25.6 OR 536/27.1 OR 536/2 6 . 1 ) /CCLS ) 

=> 530/300, 324, 325, 326, 327, 328, 329, 330/ccls 
»530' IS NOT A RECOGNIZED COMMAND 

=> s 530/300, 324, 325, 326, 327, 328, 329, 330/ccls 

421 530/300/CCLS 

947 530/324/CCLS 

273 530/325/CCLS 

571 530/326/CCLS 

521 530/327/CCLS 

682 530/328/CCLS 

552 530/329/CCLS 

763 530/330/CCLS 
L3 2700 530/300, 324, 325, 326, 327, 328, 329, 330/CCLS 

((530/300 OR 530/324 OR 530/325 OR 530/326 OR 530/327 OR 

530 

/328 OR 530/329 OR 530/ 330 ) /CCLS ) 



=> s 534/10, 11, 12, 13, 14, 15, 16/ccls 

509 534/10/CCLS 

391 534/11/CCLS 

171 534/12/CCLS 

290 534/13/CCLS 

460 534/14/CCLS 

549 534/15/CCLS 

418 534/16/CCLS 
L4 1539 534/10, 11, 12, 13, 14, 15, 16/CCLS 

((534/10 OR 534/11 OR 534/12 OR 534/13 OR 534/14 OR 534/1 



5 O 



R 534/16) /CCLS) 



=> s 11 or 12 or 13 or 14 

L5 4874 LI OR L2 OR L3 OR L4 

=> s 15 and nucleic acid? 

10375 NUCLEIC 
400879 ACID? 
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10295 NUCLEIC ACID? 

(NUCLEIC (W) ACID?) 
749 L5 AND NUCLEIC ACID? 



=> s 16 and (contrast? or imag?) 

228209 CONTRAST? 

268777 IMAG? 
L7 341 L6 AND (CONTRAST? OR IMAG?) 

=> s 17 and (dna or rna or deoxy ribo? or ribo nucleic?) 
15750 DNA 
8386 RNA 
4154 DEOXY 
11321 RIBO? 

83 DEOXY RIBO? 

(DEOXY (W) RIBO?) 
283 RIBO 
10388 NUCLEIC? 

9 RIBO NUCLEIC? 

(RIBO (W) NUCLEIC?) 

L8 309 L7 AND (DNA OR RNA OR DEOXY RIBO? OR RIBO NUCLEIC?) 

=> s 18 and chelat? 

23029 CHELAT? 
L9 64 L8 AND CHELAT? 

=> s 19 and (cancer? or tumour? or tumor? or neoplas?) 
17452 CANCER? 

14 82 TUMOUR? 
16258 TUMOR? 
4138^ ^ 

LiO 3^^L2_AND (CAIvr^ER? OR TUMOUR? OR TUMOR? OR NEOPLAS?) 



=> d pn ti 
US PAT NO: 
TITLE: 




IMAGE AVAILABLE] 
Autoantigei^, pinch 



LIO: 1 of 38 



ABSTRACT ' 

A novel autoantigenic polypeptide, PINCH, polynucleotides and antibodies 
that bind to PINCH are provided. A method for removing autoantibodies 
that bind to an epitope contained in PINCH from a sample, such as blood, 
^1 _ .1 J — i_ , „ t?>.+- iT^/^ ^ •; e r-/^ o K c a c: cor* i ;^ 1" f=»d with 



and a method ^ 
autoantibO' 
US PAT NO 
TITLE: 




methods 



.oimmune disorders associated with 
epitope in PINCH are also provided. 
AGE AVAILABLE] LIO: 2 of 38 

n B mRNA editing protein compositions and 



ABSTRACT : 

The present invention provides a protein that edits apo B **RNA**. A 
polynucleotide that comprises a **DNA** sequence that encodes an apo B 
**RNA** editino-^rrectein and an expression vector comprising such a 
polynucleotidi^^r^a5h^o<provided Processes for producing an apo B 
**RNA** edit^ing proteir^^J^ting apo B **RNA** and altering apo B protein 
production k^e also provided. ^ ^ 

US PAT NO: \^541, 287 [^AGE AVAIL7VBLE] LIO: 3 of 38 

TITLE: Prfeta^g^tirfg methods and compounds 

ABSTRACT : 

Methods, "compounds, compositions and Icits that relate to pretargeted 
delivery of diagnostic and therapeutic agents are disclosed. In 
particular, methods for radiometal labeling of biotin, as well as related 
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compounds, ar 
methods ar 
US PAT NO: 
TITLE: 




rticles of manufacture useful in pretargeting 



IMAGE AVAILABLE] 
^*nucleic** **acids** 



LIO: 4 of 38 



ABSTRACT : 

A novel class of compounds, known as peptide **nucleic** **acids**, bind 
complementary ssDNA and **RNA** strands more strongly than a 
corresponding **DNA**. The peptide **nucleic** **acids** generally 
comprise liqan ds »crg H^ssnaturally occurring **DNA** bases attached to a 
peptide backfe^^e (th"rottgfeJa suitable linker. 

US PAT NO: ( 5 ,^3 4 , 42 6/ [ IMAGE AVAILABLE] LIO: 5 of 38 

TITLE: V Oncoprot/sin protein kinase 

ABSTRACT : 

An isolated polypeptide (JNK) characterized by having a molecular weight 
of 46kD as determined by reducing SDS-PAGE, having serine and threonine 
kinase activit^£5=:=j3Sos|yhs^ylating the c-Jun N-terminal activation domain 
and polynuc2/eotide se^juen)ces and method of detection of JNK. 
US PAT NO: \.5, 532, IMAGE AVAILABLE] LIO: 6 of 38 

TITLE: ^QuanTitation of gamma and x-ray emitting isotopes 



ABSTRACT: 

For isotopes decaying by capture of an inner shell electron by the 
nucleus, coincident emission of X-ray and gamma photons may occur. The 
X-ray results from the drop of an outer shell electron to fill the S 
shell. The gamma results from the transition of the excited daughter 
nucleus to a lower energy state. The invention disclosed is a Coincident 
Gamma and X-ray Detector (CGXD) which achieves extraordinary background 
rejection by a synergistic combination of coincident counting and other 
background suppression measures. Whereas the background registered by 
single gamma counters^.ars-®^ the order of 20-40 counts per minute, a CGXD 
optimized f or/the'^a^aQtron \apture radioisotope I. sup. 125 has a 
background o/ about oneNcouht per day. 

US PAT NO: ( 5 , 527 , 8 SS^xflMAGE AVAILABLE] LIO: 7 of 38 

TITLE: ^ — Bar^uft^tlonal isothiocyanate derived thiocarbonyls as 
ligands for metal binding 

ABSTRACT : 

This invention relates to **chelating** agents useful for coupling metal 
ions to biologiaa«ry^4Ctive molecules. In particular, isothiocyanate 
derived thioca;^bQfiyls fb^: **chelating** metals such as technetium are 
provided that /canbfeNs^nj^iga ted to a targeting molecule such as an 
antibody, a peptide or%a drotein. 

US PAT NO: 527 , 524^1 IMAGE AVAILABLE] LIO: 8 of 38 

TITLE: D^n.s£_&;fe^ polymer conjugates 



ABSTRACT : 

Dense star pol ymer c onjugates which are composed of at least one 
dendrimer in /^^sociralriQn with at least one unit of a carried 
agricultural, /T*ta^aceut^r^l, or other material have been prepared. These 
conjugates hak/e pa>HculaAy advantageous properties due to the unique 
characteristics of the dertdrimer. 

US PAT NO: V ^21,2 g^ [IMAGE AVAIL7VBLE] LIO: 9 of 38 

TITLE: CD28IG fusion protein 



ABSTRACT : 

The invention identifies the B7 antigen as a ligand that is reactive with 
the CD28 receptor on T cells. Fragments and derivatives of the 87 antigen 
and CD28 receptor, including fusion proteins having amino acid sequences 
corresponding to the extracellular domains of B7 or CD28 joined to amino 
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acid sequences encoding portions of human immunoglobulin C. gamma. 1, are 
described. Methods are provided for using B7 antigen, its fragments and 
derivatives, and the CD28 receptor, its fragments and derivatives, as 
well as antibodies and other molecules reactive with 87 antigen and/or 
the CD28 receptor^^^-to-^eganate CD28 positive T cell responses, and immune 
responses medif^edby T c eljL s . The invention also includes an assay 
method f or ><^et^^tTn?r^aands\ reactive with cellular receptors mediating 
intercel 
US PAT 1^0 
TITLE: 




GE AVAILABLE] LlO: 10 of 38 

eptor/binding compounds and methods of using the 



same" 



ABSTRACT : 

Conjugated compounds which comprises an ST receptor binding moiety and a 
radiostable active moiety are disclosed. Pharmaceutical compositions 
comprising a pharmaceutically acceptable carrier or diluent, and a 
conjugated compound which comprises an ST receptor binding moiety and a 
radiostable active moiety or an ST receptor binding moiety and a 
radioactive active moiety are disclosed. Methods of treating an 
individual suspected of suffering from metastasized colorectal **cancer** 
comprising the steps of administering to said individual a pharmaceutical 
composition comprising a pharmaceutically acceptable carrier or diluent, 
and a therapeutically effective amount of a conjugated compound which 
comprises an ST receptor binding moiety and a radiostable active moiety 
or an ST receptor binding moiety and a radiostable active moiety are 
disclosed. Methods of radioimaging metastasized colorectal **cancer** 
cells comprising the steps of first administering to an individual 
suspected of having metastasized colorectal **cancer** cells, a 
pharmaceutical composition that comprises a pharmaceutically acceptable 
carrier or diluent, and conjugated compound that comprises an ST receptor 
binding moiety and a--r^aloactiA^ active moiety wherein the conjugated 
compound is pres^ftt-i^i an amourvK effective for diagnostic use in humans 
suffering f ronf^/olorec^l **cancer** and then detecting the localization 
and accumulat^i</n of radiWctivit/ in the individual's body are disclosed. 
US PAT NO: 15,457, 183 [ IMAct/aVAILABLE] LIO: 11 of 38 

TITLE : \vdroxylated>^aphyrins 

ABSTRACT : 

A method of using texaphyrins as radiosensitizers . Advantageous 
properties of texaphyrins for use as a radiosensitizer include i) a low 
redox potential which allows radiation induced solvated electrons to flow 
to texaphyrin rather than neutralizing hydroxyl radicals, allowing the 
hydroxyl radicals to cause cellular damage, ii) a relatively stable 
texaphyrin radical which, nevertheless, reacts readily to covalently 
modify neighboring molecules causing further cellular damage, and iii) 
intrinsic biolocalization and indifference to the presence of O.sub.2 
which allow texaphyrin to be particularly effective for treating the 
hypoxic areas of solid **tumors**. Sensitizer enhancement ratios of 1.62 
and 2.2 were achieved at 20 .mu.M and 80 .mu.M gadolinium-texaphyrin, 
respectively, with a mouse leukemia cell line. Methods of treatment for 
an individual having a **tumor** include the use of a texaphyrin as a 
radiosensitizer and as an a3.giULfor photodynamic **tumor** therapy, or 
the use of a texaphyriji:;;;^^ and for external ionizing radiation. 

New water soluhJre-;;5y3roxiK;^ubstit^ texaphyrins are described. 
US PAT NO: (^,^9,761 [ IMAGE XvAI LAB LE ] LIO: 12 of 38 

TITLE: PTe-fcaJ^inding targeted polypeptide constructs 

ABSTRACT : 

This invention relates to the preparation and use of novel open-chain or 
cyclic polypeptide constructs in which two or more polypeptide chains, in 
an open-chain construct, or one or more chains, in a cyclic construct, 
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are chemically derivatized such that the resulting construct exhibits 
both metal-binding capability and tissue-, organ- or cell- targeting 
selectivity. In particular, the polypeptide constructs of the present 
invention comprise compounds of the formula (I) : ##STR1## in which, "B" 
is a hydrocarbon backbone, "P" is a polypeptide capable of targeting 
particular cells, tissues or organs of the body, "A" may be the group 
— ^iRi — i^R't — or the group — NR* — NR" — L — in which L may be an aliphatic 
r salt thereof which is 

spectroscopically or photoactively determinable when bound to **DNA** 
having the formula ##STR1## wherein M is a suitable transition metal and 
each of R.sub.l, R.sub.2 and R.sub.3 is ethylenediamine or a substituted 
derivative thereof, bipyridine or a substituted derivative thereof, 
phenanthroline or a substituted derivative thereof, diazf luorene-9-one or 
a substituted derivative thereof, phenanthrenequinonediimine or a 
substituted derivative thereof; wherein R.sub.l, R.sub.2 and R.sub.3 are 
bound to M by coordination bonds wherein R.sub.l and R.sub.2 are the same 
and both are different from R.sub.3. The invention also concerns a method 
of labeling **DNA** with the coordination complex, a **DNA** molecule 
labeled with the coordination complex, a method of selectively labeling 
**DNA** conformation with the coordination complex and a method of 
detecting the pres^rrc^^^^4^ conformation present in a double stranded 

**DNA**. f y^""^ ^ ) 

US PAT NO: S,<434^_058^^IMAGE AVAILABLE] LIO: 14 of 38 

TITLE: Apolipoprotein B MRNA editing protein compositions and 

methods 

ABSTRACT: 

The present invention provides a protein that edits apo B **RNA**. A 
polynucleotide that comprises a **DNA** sequence that encodes an apo B 
**RNA** editing protejjiand an expression vector comprising such a 
polynucleotide arg^^alsop^ovided. Processes for producing an apo B 
**RNA** editing-^^^bfe^n, Editing apo B **RNA** and altering apo B protein 
production are[also prWi/aed. 

US PAT NO: \5,420,24S^ [IMAGE AVAIIABLE] LIO: 15 of 38 

TITLE: T^trag^f^ide-based inhibitors of farnesyl transferase 

ABSTRACT: 

Disclosed are methods and compositions for the identification, 
characterization and inhibition of mammalian farnesyl protein 
transferases, enzymes involved in the f arnesylation of various cellular 
proteins, including **cancer** related ras proteins such as p2 1 . sup . ras . - 
One farnesyl protein transferase which is disclosed herein exhibits a 
molecular weight of between about 70,000 and about 100,000 upon gel 
exclusion chromatography. Also disclosed are methods and compositions for 
the preparation of farnesyl transferase by recombinant means, following 
of proteins such as p21.sup,ras. Also disclosed is a families of 
compounds which act either as false substrates for the enzyme or as pure 
inhibitors and can therefore be employed for inhibition of the enzyme. 
The most potTenB^^jaa^ibitors are ones in which phenylalanine occurs at the 
third positiyrt^f a^t^tirapeptide whose amino terminus is cysteine. 
US PAT NO: \ 5, 420,244 [IMAGE AVAILABLE] LIO: 16 of 38 

TITLE: NMethod^ and compositions for diagnosing HTLV-I associated 

^TTty^iopathy and adult T-cell leukemia 

ABSTRACT : 

The invention provides antigenic peptides derived from immunodominant 
epitopes of the HTLV-I tax or rex proteins that are immunoreactive with 
antibodies associated with disease in HTLV-I infected subjects. More 
specifically, the invention provides antigenic peptides consisting 
essentially of the amino acid sequences defined in the sequence listing 
by SEQ ID NOs : 1, 2, 3, 4, 5, 6, 7 and 8 and antigenic fragments thereof. 
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The invention provides a method of diagnosing HTLV-I associated 
myelopathy (HAM) or a predisposition thereto, comprising the steps of: 
(a) contacting an antibody containing sample from the subject with a 
detectable amount of a peptide of the invention or an antigenic fragment 
thereof; and (b) detecting the reaction of the peptide with an antibody 
in the sample, the reaction indicating HTLV-I associated myelopathy or a 
predisposition thereto. The invention also provides a method of 
diagnosing adult T-cell leukemia or a predisposition thereto in a 
subject, comprising the steps of: (a) contacting an antibody containing 
sample from the subject with a detectable amount of the peptide of SEQ ID 
NO: 1; and (b) detect ing t he reaction of the peptide with an antibody in 
the sample, the rp^jJ^Jon^^a^Td^^ating adult T-cell leukemia or 
predispositionx^S^eto . ^ 

US PAT NO: /V^, 416, 192 [IMA^ AVAILABLE] LIO: 17 of 38 

TITLE: C Epithelins : ix^vel cysteine-rich growth modulating proteins 

ABSTRACT : 

A novel family of growth regulatory proteins termed "epithelins" are 
described. The epithelins comprise several distinct members sharing 
significant structural homology. Two members of the epithelin family, 
epithelin 1 and epithelin 2, have been purified from natural sources. In 
addition, cDNA and PGR clones encoding mature and precursor epithelins 
from various chordate sources have been obtained and sequenced, including 
the complete human, mouse and rat epithelin precursors. The recombinant 
expression of rat epithelin precursor and mature forms is described. 
Purified epithelin 1 is a bifunctional growth regulator, capable of 
stimulating the growth of some cell types while inhibiting the growth of 
others. Purified epithelin 2 is functionally similar to epithelin 1 with 
i^espect to growth inhibitory bioactivity. In **contrast** , however, 
epithelin 2 l^^-^pp^^^ItTy^^t capable of eliciting the growth stimulatory 
activity ch^^c>€ristic\of ^ithelin 1 and, in fact, antagonizes this 
epithelin/1 aeaivity. ^ / 

US PAT NQ: / 5, 37 3, 093 [/IMAGE AVAILABLE] LIO: 18 of 38 

TITLE: \ Macrocyc^/fc complexes of yttrium, the lanthanides and the 
actj^Ffides having peripheral coupling functionalities 

ABSTRACT : 

Functionalized water soluble macrocyclic complexes of lanthanide, 
actinide and yttrium ions were obtained by metal templated, Schiff-base, 
cyclic condensation of: (1) a functionalized 1, 2-diaminoethane and a 
dicarbonyl compound selected from the group consisting of 
2, 6-dicarbonylpyridine, 2, 6-dif ormylpyridine, 2, 5-dicarbonylf uran, 

2. 5- diformylfuran, 2 , 5-dicarbonylthiophene and 2 , 5-dif ormylthiophene; or 
(2) 1, 2-diaminoethane and a ring-substituted heterocyclic dicarbonyl 
compound selected from a group consisting of substituted 

2. 6- dicarbonylpyridine, substituted 2 , 6-dif ormylpyridine, substituted 
2, 5-dicarbonylfuran, substituted 2, 5-dif ormylf uran; substituted 

2, 5-dicarbonyl thiophene, and substituted 2 , 5-dif ormylthiophene . 
Coordination complexes thus formed are kinetically stable in dilute 
aqueous solution. They are further reacted, or coupled, through a 
substituent on the 1, 2-diaminoethane or on the pyridine, furan, or 
thiophene moieties, to one of the following: proteinaceous materials, 
polysaccharides, other biologically compatible macromolecules or bridging 
molecules which, can be further reacted or coupled to the above mentioned 



substrates . 
of reporter : 
and radiatio 
US PAT NO: 
TITLE: 



ise macrocyclic complexes are suitable in the preparation 
and for magnetic resonance, radiation **imaging** 
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ABSTRACT : 
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A method of evaluating the immunosuppressive activity of a compound 
including contacting the compound with calcineurin and determining the 
ability of the compound to bind to the calcineurin. The ability to bind 
to the calcineurij>;;3?s<qK^ correlated to the immunosuppressive 

activity of the-'^odmpounc 

US PAT NO: (^5^, 350, 671 flMAGE AVAILABLE] LIO: 20 of 38 

TITLE: if6 V immu iTOassays employing C domain antigens 

ABSTRACT : 

Immunoassays for the detection of antibodies to HCV are provided which 
employ "C" domaifr3Tii4^ns . Immunoassay kits comprising such antigens are 
also provided./^ /^"^ nN 

US PAT NO: ( 5, 346, 6m) [ IMAGE AVAILABLE) LIO: 21 of 38 

TITLE: ^-iitithei'Scyanine and tetrabenztriazaporphyrin reagents 

ABSTRACT: 

Red-shifted, water-soluble, fluorescent, monomerically-tetherable 
derivatives having the formula: ##STR1## 

wherein, M represents either H.sub.2 or is selected from among the 
following metals: aluminum, silicon, phosphorus, gallium, germanium, 
cadmium, scandium, magnesium, tin, and zinc. Each R.sub.l is 
independently selected from — XYW, --YW, and — W. X represents either a 
carbon, or heteroatom selected from among oxygen, nitrogen, sulfur, 
phosphorus, silicon, and selenium; Y represents a linking group; and W 
represents a water solubilizing group. The substituent R.sub.2 is 
selected from among --A, --Y»A, --XA, and --XY'A, where A denotes a 
biological entity such as an antibody, antibody fragment, nucleotide, 
**nucleic** **acid** probe, antigen, oligonucleotide, deoxynucleotide, 
dideoxynucleotide, avidin, streptavidin or membrane probe, or R.sub.2 is 
a reactive or activatable group suitable for conjugating to a biological 
entity. Y' is a linking group that tethers the biological entity to the 
phthalocyanine or tetrabenztriazaporphyrin macrocycle. Z is either a 
nitrogen atom or a carbon substituted with hydrogen, alkyl, aryl, or 
aralkyl groups. Z may also be attached to R.sub.2. Also disclosed are 
derivatives of the compounds of the above Formula in which 1-4 of the 
benzo ring(s) contain 1 or 2 N atoms. Methods of sequencing **DNA** and 
detecting analytes, including cells, using these derivatives are 
disclosed, as are kits for carrying out assays for the analytes and flow 
cytometry. Methods of detecting **DNA** using cationic compounds of the 
above Formula, wherein R.sub.2 =R.sub.l and W=-N.sup.+ D.sub.l D.sub.2 
D.sub.3 are alsp dj-^ggro^B^. Further, compounds containing Tc, Gd, etc. as 
the metal in/th^^^oveN'ormula may be used for **imaging** or therapy. 
US PAT NO: V 5, 328, 840 LINAGE AVAILABLE] LIO: 22 of 38 

TITLE: ^Nl4ethod^^f<yr preparing targeted carrier erythrocytes 

ABSTRACT : 

The present invention provides new compounds and methods for promoting 
platelet aggregation, and controlling bleeding. The present invention is 
based on the surprising discovery that erythrocytes conjugated to certain 
peptides and polypeptides containing an R-G-D (Arg-Gly-Asp) sequence 
(collectively termed herein "RGD peptides") according to the invention, 
selectively bind to activated platelets but not to unactivated platelets. 
In recognition of the dual nature of the derivatized erythrocytes, they 
are termed herein "thrombo-erythrocytes" . The thrombo-erythrocytes have 
no significant change in their rheological properties. In a preferred 
aspect, the thrombo-erythrocytes have the majority of RGD peptide 
cross-linked specifically to glycophorin A and glycophorin B on the 
surface of the erythrocyte. In the thrombo-erythrocytes of the invention, 
preferably, the N-terminal Arg of the R-G-D sequence should be spaced 
within 9-50 Angstroms, more preferably 10-40 Angstroms, and most 
preferably 11-25 Angstroms, from the erythrocyte protein to which the RGD 
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peptide is conjugated. The invention is further directed to erthrocytes 
modified by replacement of their intracellular contents with a 
composition comprising a label or agent. Such modified erythrocytes are 
termed herein "carri^^i--ax^tthrocytes" . The carrier erythrocytes have use 
in delivery of s^i^rtT^belsOt: biologically active agents to specific 
tissues by coB^fugation to a targeting agent. 

US PAT NO:/^ 5,326,856 [IMAGE AVAILABLE] LIO: 23 of 38 

TITLE: C fa^nction^ ylsothiocyanate derived thiocarbonyls as 
ligands for metal binding 



ABSTRACT l 

This invention relates to **chelating** agents useful for coupling metal 
ions to biologically active molecules. In particular, isothiocyanate 
derived thiocarbonyls for **chelating** metals such as technetium are 
provided that can b^-^cOTTjugated to a targeting molecule such as an 
antibody, a pep^^^or a protein. 

US PAT NO: X^5, 317, Oil [p4AGE AVAILABLE] LIO: 24 of 38 

TITLE: x^' Cluning atTd expression of a variant gene of platelet 

"factor 4 and compositions thereof to modulate immune 
responses 



ABSTRACT : 

The present invention provides for the purification from native sources 
or the cloning and expression of a variant form of platelet factor 4 and 
also provides recombinant **DNA** vectors and methods for the expression 
and recovery of the platelet factor 4 variant. Also provided are 
compositions and m£t^ods^_faE_in immune responses in mammals 



comprising i 
variant . 
US PAT NO: 
TITLE: 




ctive amounts of platelet factor 4 



'"AVAILABLE] LIO: 25 of 38 

MetTTod and^'compositions for making ACSF and ACSF 
antagonists 



ABSTRACT : 

Compositions comprising_.the C-terminal portion of adenylate cyclase 
stimulatingx^actor (ACSFpa^ useful for making ACSF-specif ic antisera. 
US PAT NO: 5,266,683 [IMA^E AVAILABLE] " ^ * '^'^ "'^ ""^ 

TITLE: Os teoq^ ixi.c-H9irm:eins 



LIO: 26 of 38 



ABSTRACT : 

Disclosed are (1) osteogenic devices comprising a matrix containing 
substantially pure natural-sourced mammalian osteogenic protein; (2) 
**DNA** and amino acid sequences for novel polypeptide chains useful as 
subunits of dimeric osteogenic proteins; (3) vectors carrying sequences 
encoding these novel polypeptide chains and host cells transfected with 
these vectors; (4) methods of producing these polypeptide chains using 
recombinant **DNA** technology; (5) antibodies specific for these novel 
polypeptide ch^^jrs=f^::J^i--cisteogenic devices comprising these recombinantly 
produced pro^felns ina^^^ with an appropriate carrier matrix; and 

(7) methods /(of using theNoiteogenic devices to mimic the natural course 
of endochondlral bone formation in mammals. 

US PAT NO: \ 5, 241,060 /iMAGE AVAIL7\BLE] LIO: 27 of 38 

TITLE: ^-^ase moi^i^- labeled detectable nucleatide 

ABSTRACT : 

The present invention provides nucleotides and polynucleotides which are 
chemically modified or labeled so as to be capable of ready detection 
when attached to and/or incorporated in **nucleic** **acid** material. 
More particularly, this invention provides a nucleotide having the 
formula 
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PM-SM-BASE-Sig 

wherein PM is a phosphate moiety, SM is a sugar moiety and BASE is a 
pyrimidine, purine or 7-deazapurine moiety. PM is attached at the 3* or 
the 5* position of SM when the nucleotide is a deoxyribonucleotide and at 
the 2*, 3' or 5' position when the nucleotide is a ribonucleotide. BASE 
is attached to the 1' position of SM from the N.sup.l position when BASE 
is a pyrimidine or the N.sup.9 position when BASE is a purine or a 
7-deazapurine. Sig is a detectable moiety that is covalently attached to 
BASE at a position other than the C.sup.5 position when BASE is a 
pyrimidine, at a^^goslrfej^n other than the C.sup.8 position when BASE is a 
purine and at/^nposlrt>i.o]^^ than the C.sup.7 position when BASE is a 

7-deazapurinp . / \ 

US PAT NO: I 5,227,474 j/lMAGE AVAILABLE] LIO: 28 of 38 

TITLE: xlBifunctiopfal **chelating** agents 

ABSTRACT : 

The present invention provides bifunctional **chelating** agents 
comprising a unl^^tr^-^trb^rate reactive moiety incorporated into a 
carboxymethyl xrffm^r"-a^^p^yami **chelating** framework 

capable of fo^ning stable \compl exes with metal ions. 

US PAT NO: 5>|27, 469 [)lMAGE AVAIL7\BLE] LIO: 29 of 38 

TITLE: PlateTBt^-arggregation inhibitors from the leech 



ABSTRACT : 

A composition of matter derived from hematophagous leech comprising 
specified purified amino acid sequences represented by the general 
formula : 

CXXXRGDXXXXC(Seq. ID No. 11) 
and capable of functioning as an antithrombotic by inhibiting the binding 
of fibrinogen to the platelet glycoprotein II. sub. b III. sub. a (GP 
II. sub. b III. sub. a), a fibrinogen receptor. Methods for the purification 
of amino acid sequences from leeches, and particularly from leeches of 
the genus Macrobdella and Placobdella. are provided. Isolated **nucleic** 
**acid** sequences encoding these amino acid sequences; an expression 
vector containing the isolated **nucleic** **acid**; and a cell 
containing the expression vector are also described. A process for 
chemical synthesis of the amino acid sequences and a method for reducing 
platelet aggregatipft-^TrT^Nmammal by administering a composition 
containing Ui^^r^EiSaluoacid \equences to the mammal in a pharmaceutically 
effective afnount are^JTsoviAed. 

US PAT NO:( 5,218,092 [AmAGE AVAILABLE] LIO: 30 of 38 

TITLE: V Modified g^anulocyte-colony stimulating factor polypeptide 
^■^ ^ witlu -added carbohydrate chains 

ABSTRACT : 

A polypeptide or gJ^yeesyta^ed polypeptide with at least one new 
carbohydrate ch^t^iTn^roducedi means of recombinant **DNA** technique, 
which has pro^fe ^se resistance and thermal stability and is expected to 
have longer /feetirffe^si^ blobd than those of a naturally-occurring form. 
US PAT NO: (T 5,196,510 [/mAGE AVAIL7\BLE] LIO: 31 of 38 

TITLE: V Molecular jrecognition units 

ABSTRACT : 

A system or method for identifying and/or designing novel peptides and 
polypeptides comprising an amino acid sequence which mimics the molecular 
recognition site of either (a) a macromolecule such as an immunoglobulin, 
an enzyme, a receptor protein, a lectin or other binding protein or (b) a 
small molecule or a small region of a large molecule which functions as a 
ligand and is recognized and binds specifically to a macromolecule is 
disclosed. Novel peptides and polypeptides as well as conjugates of the 
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peptides and polypeptides are also disclosed. Applications for use of the 
peptides, polypeptides and conjugates in a wide range of fields such as 
biomedicine; biological control and pest regulation; agricultures- 
cosmetics; enviromasR-fe-al control and waste management; chemistry; 
catalysis; nutrirfion and^od industries; military uses; climate control, 
etc. are disposed. \ 

US PAT NO: X 5 , 091 , 513 LIMAGE AVAILABLE] LIO: 32 of 38 

TITLE: Bio^ ^gftfefeef^c antibody binding sites 

ABSTRACT : 

Disclosed are a family of synthetic proteins having affinity for a 
preselected antigen. The proteins are characterized by one or more 
sequences of amino acids constituting a region which behaves as a 
biosynthetic antibody binding site (BABS) . The sites comprise 1) 
non-covalently associated or disulfide bonded synthetic V.sub.H and 
V.sub.L dimers, 2) V.sub.H -V.sub.L or V.sub.L -V.sub.H single chains 
wherein the V.sub.H and V.sub.L are attached by a polypeptide linker, or 
3) individuals V.sub.H or V.sub.L domains. The binding domains comprise 
linked CDR and FR regions, which may be derived from separate 
immunoglobulins. The proteins may also include other polypeptide 
sequences which function e.g., as an enzyme, toxin, binding site, or site 
of attachment to an immobilization media or radioactive atom. Methods are 
disclosed for pro^iuerTrg-tlTe^roteins , for designing BABS having any 
specificity tjiflrfcan be elici1s£;d by in vivo generation of antibody, and 
for produci/ifg analogs thereof, j 

US PAT no/ 5,057,302 [IMAGES AVAILABLE] LIO: 33 of 38 

TITLE: ■sBifunctional^.^chelating** agents 

ABSTRACT : 

The present invent ion pro vid e s bifunctional **chelating** agents 
comprising a uni^ue^'substra^^-^ moiety incorporated into a 

carboxymethyl^^^rm of a polyamin^jpolycarboxylate **chelating** framework 
capable of /mrming stable complexes with metal ions. 

US PAT NO: ( 4,527, 923 [ I MA^E AVAILABLE ] LIO: 34 of 38 

TITLE: Maqropolyc^pi^c rare earth complexes and application as 

^-uorescent tracers 



ABSTRACT: 
The invention 
cryptates wh 
US PAT NO: 
TITLE: 




ropolycyclic rare earth complexes, namely 
fluorescent tracers. 
.GE AVAILABLE] LIO: 35 of 38 

cassay using isotope transfer to 
elator**-target recognition molecule conjugate 



ABSTRACT: 

A method of forming a therapeutic or diagnostic agent labeled with a 
radioactive metal ion, which comprises: contacting an unlabeled 
therapeutic or diagnostic agent, consisting of a substantially non-metal 
**chelating** portion and a **chelating** portion capable of 
**chelating** with the radioactive metal ion, with an ion transfer 
material having the radioactive metal ion bound thereto and having a 
binding affinity for the radioactive metal less than the binding affinity 
of the **chelating** portion for the radioactive metal ion, wherein prior 
to contacting the **chelating** portion is unchelated or is **chelated** 
with a second metal having a binding affinity with the **chelating** 
portion less than the binding affinity of the radioactive metal ion, 
whereby a radiolabeled therapeutic or diagnostic agent is formed by the 
contacting, and separating the radiolabeled therapeutic or diagnostic 
agent from the ion transfer material, is disclosed along with various 
components and kits useful in practicing this method and several 
variations thereof. 
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US PAT NO: X/ 767, 609 [limGE AVAILABLE] LIO: 36 of 38 

TITLE: Thb^^eeutjje^^nd diagnostic processes using isotope 

transfer to **chelator**-target recognition molecule 

conjugate 

ABSTRACT : 

A method of forming a therapeutic or diagnostic agent labeled with a 
radioactive metal ion, which comprises: contacting an unlabeled 
therapeutic or diagnostic agent, consisting of a substantially non-metal 
**chelating** portion and a **chelating** portion capable of 
**chelating** with the radioactive metal ion, with an ion transfer 
material having the radioactive metal ion bound thereto and having a 
binding affinity for the radioactive metal less than the binding affinity 
of the **chelating** portion for the radioactive metal ion, wherein prior 
to contacting the **chelating** portion is unchelated or is **chelated** 
with a second metal having a binding affinity with the **chelating** 
portion less than the binding affinity of the radioactive metal ion, 
whereby a radiolabeled therapeutic or diagnostic agent is formed by the 
contacting,^a'nd'~*s-ep^ating the radiolabeled therapeutic or diagnostic 
agent from theJ.o«~tJ:^n^f er material, is disclosed along with various 
components alfdkits usWuKin practicing this method and several 
variations ^ereof. \ 

US PAT NO: \4, 742, 003 [IMAGE AVAILABLE] LIO: 37 of 38 

TITLE: RtHnanlt£an5-f^rming growth factor 

ABSTRACT: 

Methods and compositions are provided for the recombinant synthesis of 
the **tumor** growth factor- . alpha . precursor and its fragments. These 
are useful in th^xa^y^^^d diagnosis, as are antibodies raised by 
immunization w,^^^^the *^tumor** growth factor- . alpha . precursor and its 
fragment. ( I 

US PAT NO: 07 , 352/ [ IMAGE AVAILABLE] LIO: 38 of 38 

TITLE: Mettrod'^of radioactively labeling diagnostic and 

therapeutic agents containing a **chelating** group 

ABSTRACT : 

A method of forming a therapeutic or diagnostic agent labeled with a 
radioactive metal ion, which comprises: contacting an unlabeled 
therapeutic or diagnostic agent, consisting of a substantially non-metal 
**chelating** portion and a **chelating** portion capable of 
**chelating** with the radioactive metal ion, with an ion transfer 
material having the radioactive metal ion bound thereto and having a 
binding affinity for the radioactive metal less than the binding affinity 
of the **chelating** portion for the radioactive metal ion, wherein prior 
to contacting the **chelating** portion is unchelated or is **chelated** 
with a second metal having a binding affinity with the **chelating** 
portion less than the binding affinity of the radioactive metal ion, 
whereby a radiolabeled therapeutic or diagnostic agent is formed by the 
contacting, and separating the radiolabeled therapeutic or diagnostic 
agent from the ion transfer material, is disclosed along with various 
components and kits useful in practicing this method and several 
variations thereof. 
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